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Evaluation in vitro of Cecum and Colon-specific Drug Delivery System of 4-aminosalicylic Acid-maltoside
WU Guo-li', LI Fei-fei', LIU Rui-ling', QU Ting-li', LI Xia’, ZHAO Zheng-bao' (1.Dept. of Pharmacochemistry,
School of Pharmacy, Shanxi Medical University, Taiyuan 030001, China; 2.Dept. of Pathophysiology, Shanxi
Medical College for Staff and Workers, Taiyuan 030619, China)

ABSTRACT OBIJECTIVE: To investigate the characteristics of cecum and colon-specific drug delivery system of 4-aminosalicyl-
ic acid-maltoside (4-ASA-Mal) in vitro. METHODS: With the cumulative release rate of 4-ASA as the index, HPLC was em-
ployed to observe the delivery of 4-ASA-Mal (equivalent to 250 pg/ml 4-ASA) in the buffer solutions of different pH (1.2, 6.8
and 7.4) and in the aqueous contents in different parts (stomach, small intestine, cecum and colon) of normal rats and the rat mod-
els of ulcerative colitis. RESULTS: 4-ASA-Mal was hardly released in the buffer solutions of different pH. 12 h cumulative release
rates were less than 8% in the aqueous contents in the stomachs and small intestines of normal rats and rat models, and were 55%
and 81% in the aqueous contents in the cecum and colons of normal rats, and 55% and 74% in the aqueous contents in the cecum
and colons of model rats with ulcerative colitis. CONCLUSIONS: 4-ASA-Mal can release a lot of 4-ASA in aqueous contents in ce-
cum and colon, targeting cecum and colon in vitro.

KEYWORDS 4-aminosalicylic acid-maltoside; Cecum and colon-specific drug delivery system; Rat; Ulcerative colitis; Cumula-
tive release
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Fig1 HPLC chromatogram

A. 4-ASA control; B. blank stomach content; C. blank small intestinal
content; D. blank cecum content; E. blank colon content; F. sample of
stomach content; G. sample of small intestinal content; H. sample of ce-

cum content ; I. sample of colon content; 1.4-ASA
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Tab 1 Regression equations and the correlation coefficients
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BNED A=40.688¢—15.101 0.999 5
INAHNEE ) A=40.256¢-17.094 0.995 7
HANEY A=41.004¢—16.477 0.997 4
RN A=42.228¢-15.277 0.998 6
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Fig 2 Release curves of 4-ASA-Mal in the buffer solutions
of different pHs(n=3)

100

= HNEY
90 —o— NN
80 - HIANEY)
$ 0] —~ SN
£ 60
% 50
& 40
g0
201
10
0+ ——
01 2 3 4 5 6 7 8 9 1011 12 13
B, h
B3 4-ASA-Mal ZEIEE KR A E A% a0 # &
(n=3)

Fig 3 Release curves of 4-ASA-Mal in different aqueous
contents in normal rats(n=3)
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Fig 4 Release curves of 4-ASA-Mal in different aqueous
contents in model rats(n=3)
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