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ISARAPORN NOOPRASIT : INFLUENCE OF LIPID COMPOSITION,

LIPOSOME CHARGE AND pH OF HYDRATION MEDIUM ON THE

PHYSICOCHEMICAL PROPERTIES AND STABILITY OF AMPHOTERICIN B
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PUTTIPIPATKHACHORN, Ph.D. 203 p. ISBN 974-664-179-4

This study was aimed to develop amphotericin B liposomes by means of
chloroform film method and to investigate the influence of lipid composition,
liposome charge, and pH of hydration medium on the physicochemical properties,
trapping efficiency of amphotericin B liposomes, stability of liposomes after storage at
4 °C and 25 °C, and the mechanism of drug-liposomal membrane molecular
interaction. The results revealed that there was no influence of surface charge of
entrapped.drug on the net zero charge of liposomes whereas the degree of ionization.or.
protonation. of charged liposomes. would depend. on the pH.of hydration. medium.
Inclusion- of the charge-intreducing lipid-into- liposomes- was- found to- have strong
influence on-their- size and size distributien: Cholesterol content and pH of hydration
medium-seemed to-have some effect on the particle size of non-charged amphetericin
B liposomes. The-increase: in-cholesterol content appeared to have no-effect on- the
trapping efficiency of the drug in negatively charged- liposomes. The- trapping
efficiency was maximum for- positively charged-liposomes, but could be increased
with a higher pH of hydration medium. It was expected that trapping efficiency could
be enhanced by the interaction between the opposite charges of drug molecule and
bilayer, the amorphous formation, and ionization of the drug at high pH of hydration
medium. The negative charge on bilayer surface of most formulation was developed
under storage conditions. Neither aggregation nor fusion was observed for charged
amphotericin B liposomes upon storage. The increase in cholesterol content in the
bilayer as well as pH of hydration medium of charged liposomes contrarily decreased

the chemical stability of the entrapped drug when compared to non-charged liposomes.





