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ABSTRACT SUMMARY:
The influence of four different solvent combinations on 
chlorpheniramine maleate release from ethylcellulose barrier 
membrane coated beads was investigated. Solvent type 
influenced viscosity of ethylcellulose solutions, however drug 
release profiles from the coated beads were not affected. 

INTRODUCTION:
Although interest in aqueous dispersions of cellulose ethers 
continues to increase, solvent-based ethylcellulose (EC) 
extended release coating applications also continue to grow. 
Factors such as plasticizer type (1) and choice of solvent or co-
solvents may have significant impact on the film permeability, 
porosity and mechanical strength of the deposited EC film (2-4).

EC is insoluble in water and soluble in various organic  
solvents (5). While some solvents are excellent in dissolving 
the EC polymer, they have limited or no application in the 
pharmaceutical industry because of their unacceptable effect 
on environment and health. The objective of this work 
was to investigate the influence of four acceptable solvent 
combinations on EC solution viscosity and consequent drug 
release from coated beads.

EXPERIMENTAL METHODS:
Drug Layering of SureSpheres™ 
Chlorpheniramine maleate (CPM) was coated onto 18/20 
mesh (850-1000 µm) SureSpheres (Colorcon, Inc., USA) 
to a target drug load of 37 mg/g using a Vector fluidized bed  
coater (FL-M-60 equipped with Wurster column) using 
Hypromellose 2910  (METHOCEL™ E6 Premium, 
International Flavors and Fragrances Inc., USA) as a binder. 
Drug layering was carried out at an inlet temperature of 
58-60°C, fluid delivery rate of  118 ml/minute, atomizing air 
pressure of 20 pounds per square inch (psi) and an air volume 
of 900 cubic feet per minute (cfm).

EC Coating of Drug-Layered SureSpheres 
ETHOCEL™ Standard 10 Premium EC (International 
Flavors and Fragrances Inc.) was dissolved in various solvent 
combinations (Table 1). Solution rheology of each solution 
was examined using a stress controlled rheometer AR G2 
(Cup and bob configuration, TA Instruments, USA). 
Dibutyl sebacate 

(10% w/w with respect to the polymer) was then added as a  
plasticizer leading to a final coating solution solids content of 
7% w/w. CPM beads were coated to 5, 7, 10, 15 and 20% 
weight gains using a GPCG 1.1 fluid-bed apparatus (Pam-Glatt 
Pharma Technologies, India). Coating process parameters that 
were used are listed in Table 2. 

Table 1. Solvent Combinations 

1 Acetone: Isopropanol (IPA) 65:35

2 Dichloromethane (DCM): IPA 50:50

3 Water: IPA 10:90

4 Water: Ethanol 10:90

Note: Viscosity determination: (v/v); Coating solution: (w/w)

Table 2. Coating Parameters used for EC Coating

Solvent combinations 1 2 3 4

Charge (g) 600 600 600 600

Air volume (m/s) 10-12 10-12 10-12 10-12

Inlet air temperature (oC) 30-42 34-36 40-42 40-42

Exhaust air temperature (oC) 28-30 30-32 34-35 34-35

Product temperature (oC) 28-32 30-33 35-36 35-36

Fluid delivery rate (g/min) 5-12 5-10 5-8 5-8

Atomization air pressure (bar) 1.0 1.5 1.5 1.5

Coating solids content (%) 7 7 7 7

Dissolution Testing:
Drug release was measured from 1 gram of coated pellets 
using a USP compliant automated dissolution bath (Erweka 
DT 800, Apparatus I (Germany)) at 100 rpm. The dissolution 
medium was 1000 ml of purified water at 37 ± 0.5oC. An online 
dual beam spectrophotometer (Perkin-Elmer, USA) was used 
for the detection of CPM at a wavelength of 262 nm over a  
24 hour period.
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RESULTS AND DISCUSSION: 
In EC coating applications, a good solvent system provides  
low solution viscosity, for ease of application, and allows 
polymer to solvate and relax, yielding films with good 
mechanical strength able to reproducibly control drug release.
Figure 1 shows that solution viscosity for all solvent 
combinations increased as the solids content increased. 
Viscosity, however, at each EC concentration depended on 
the solvent system used. EC dissolved in water:IPA (10:90) 
resulted in the highest viscosity at each EC concentration and 
acetone:IPA (65:35) resulted in lowest solution viscosities. 

Figure 1. Viscosity of Ethylcellulose Solutions

Polymer - solvent interactions are assumed to be at a maximum 
when the solubility parameter of the polymer and solvent are 
equal (6). The solubility parameters and dielectric constants of 
EC and the solvents used in this study are listed in Table 3. 
Solubility parameters calculated for the solvent combinations 
acetone:IPA, DCM:IPA, water:IPA and water:ethanol, were 
21.4, 21.7, 29.2 and 28.2,respectively. Calculated solubility 
parameters for acetone: IPA and DCM: IPA were closest to 
EC, suggesting that these mixtures should be better solvents 
for the polymer.

Figure 2 shows drug release from CPM layered beads coated 
with EC using the four solvent mixtures (Table 1). The release 
profiles were highly reproducible with standard deviations 
less than 3% (n=6). Figures 2A/B indicate that the choice of 
solvent combinations studied here did not significantly affect 
drug release from the EC coated CPM beads.

Figure 2. CPM Release Profiles from EC Coated Beads: 
(A) 5% WG and (B) 20% WG

It has been reported that EC films from solvent-mixtures 
comprising water may be porous, resulting in faster drug 
release rates (4). The porous film has been described to result 
from a premature desolvation or precipitation of EC during film 
formation due to differences in the latent heat of vaporization (7) 
of water and the organic solvent. Contrary to these reports, no 
significant differences in drug release profiles were observed, 
where 10% water with IPA or ethanol were used in this study. 
This may be a result of low water concentration in the binary 
solvent mixture leading to similar EC film formation using 
laboratory scale coating equipment.

Results of this study showed that regardless of solvent 
combination used, drug release decreased progressively (for 
example the time taken for 50% drug release increased from 
4 hours to 14 hours for water : ethanol) as the coating weight 
gains increased from 5% to 20% (Figure 3). This relationship, 
along with a time-lag in drug release observed (Figures  
2B & 3), as coating weight gain exceeded 10%, indicated that 
drug release is proportional to path length or film thickness.

Table 3. Selected Physical Properties of EC and Solvents 
used in this Study

Dielectric 
constant8

Solubility 
parameter 6,8 (δ)

Boiling 
point
(oC)

Ethylcellulose 3.2- 4.0 21.1 -

Ethanol 24.3* 26.0 78.5

Acetone 20.7* 20.3 56.5

Dichloromethane 9.1** 19.8 40.0

Isopropanol 19.9* 23.5 82.5

Water 78.5 48.0 100.0

* Determined at 25oC
** Determined at 20oC

(A)

(B)
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Figure 3. Effect of EC Weight Gain on Drug Release 

CONCLUSIONS:
Solvent composition had an influence on solution viscosity 
of ethylcellulose, which may affect coating process 
efficiency. Drug release profiles were not affected by the 
solvent compositions for the four different solvent mixtures 
investigated here. Future work will investigate the physico-
mechanical properties of ethylcellulose films prepared from 
each solvent mixture.

REFERENCES:

Rajabi-Siahboomi A.R. & Farrell T.P., In: Aqueous 1. 
polymeric coatings for pharmaceutical dosage forms, Eds. 
McGinity J.W. & Felton L.A. (2008).

Jones, D., Medlicott, N., Int J. Pharm, 114, 257-261 (1995)2. 

Arwidsson H. and Johansson B., Int. J. Pharm.,  3. 
76, 91-97 (1991). 

Narisawa, S., Yoshino, H., Hirakawa, Y., and Noda, K., Int 4. 
J. Pharm., 104, 95-106 (1993).

Dahl, T., In: Kibbe A. (Ed) 5. Handbook of pharmaceutical 
excipients, (American Pharmaceutical Association and 
Pharmaceutical Press), pp 195-200 (2000).

Kent, D.J and Rowe, R.C., J. Pharm. Pharmacol,  6. 
30, 808-810 (1978). 

Iyer, U., Hong, W-H., Das, N., Ghebre-Sellassie, I., Pharm. 7. 
Technol., 14 (9), 68-86 (1990).

Banker, G.S., J. Pharm. Sci., Vol 55, 81-89 (1966).8. 

This document is valid at the time of distribution. Distributed 12-Jul-2021 (UTC)



World Headquarters
Colorcon
415 Moyer Blvd., P.O. Box 24, West Point, PA 19486-0024
Tel: 215-699-7733 Fax: 215-661-2605 Website: www.colorcon.com 

Locations Telephone Facsimile Locations Telephone Facsimile
United States Asia/Pacific
Santa Ana, California 714-549-0631 714-549-4921 Singapore 65-6438-0318 65-6438-0178
Indianapolis, Indiana 317-545-6211 317-545-6218 Fuji-gun, Shizuoka, Japan 81-5-4465-2711 81-5-4465-2730
Humacao, Puerto Rico 787-852-3815 787-852-0030 Shanghai, China 86-21-5442-2222 86-21-5442-2229
Stoughton, Wisconsin 608-887-8970 608-887-8984 Goa, India 91-832-288-3434 91-832-288-3440

  Gyeonggi-do,  Korea 82-31-296-2173 82-31-296-2178
     Canada

St. Laurent, QC, Canada 514-337-8341 514-337-9159

Europe Latin America
Dartford, Kent, England 44-1322-293000 44-1322-627200 Buenos Aires, Argentina 54-11-4552-1565 54-11-4552-3997
Massy, France 33-1-6447-9750 33-1-6932-5983 Cotia, Brasil  55-11-4612-4262  55-11-4612-3307
Idstein, Germany 49-6126-9961-0 49-6126-9961-11 Bogota, Colombia 571-418-1202 571-418-1257
Gallarate, Italy 39-0331-776932 39-0331-776831 Caracas, Venezuela 58-212-237-9842 58-212-238-2259
Budapest, Hungary 36-1-200-8000 36-1-200-8010 Mexico DF,  Mexico 52-55-3000-5700 52-55-3000-5701 /02
Istanbul, Turkey 90-216-465-0360 90-216-465-0361
Barcelona, Spain 34-9-3589-3756 34-9-3589-3792

The information contained herein, to the best of our knowledge is true and accurate.  Any recommendations or suggestions are made without warranty or guarantee, since the 
conditions of use are beyond our control.  Any information contained herein is intended as a recommendation for use of our products so as not to infringe on any patent.

Copyright  © 2008 Colorcon.  The information contained in this document is proprietary to Colorcon and may not be used or disseminated inappropriately.

ETHOCEL™ / METHOCEL™ are registered trademarks of International Flavors and Fragrances Inc. or its affiliates. © 2021 IFF. All rights reserved

   All trademarks, except where noted, are property of BPSI Holdings, LLC.
   mr_crs_2008_er_ethylbarrier_vdias_0708_ver1

   First published 07.2008

Powered by TCPDF (www.tcpdf.org)

This document is valid at the time of distribution. Distributed 12-Jul-2021 (UTC)

http://www.tcpdf.org

