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ABSTRACT

Lipsome system composed of egg phosphatidylcholine was employed to reduce the membrane toxicity
of Amphotericin B(Amp. B). Liposomal Amp. B, which showed a free drug equivalent antibiotic effect
on fungi, displayed a remarkable reduction of toxicity of the drug against the membrane of red blood
cell than that of fungizone which has been used in clinical treatment, and it shows conspicuously low-
ered toxicity on red blood cells. However liposomal Amp. B which contains cholesterol as a component
of liposome lowered the antibiotic effect and toxicity than that Phosphatidylcholine liposome. This due
to the affinity between Amp. B and cholesterol. In addition to this, S~glucuronidase from snail juice
crude enzyme reveals synergistic effect on liposomal Amp. B and free Amp. B. We also obtained posi-
tively raised antibiotic effect, when enzyme which is coupled with palmitic acid using NHSP inserted
into liposome bilayer. From these results, we suppose that the use of liposomal system in the case of
Amp. B shows increasing antibiotic effect and dramatically lowered toxicity, thus, we think that we
can solve the problem of Amp. B toxicity which cause hesitate of clinical use.
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Fig. 1. The antibiotic effect of the various formu-
lation of Amp. B on the growth of Candida
albicans.
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Fig. 2A. The effect of liposomal lipid concentra-
tion on the reduction of Amp. B toxicity
at the various concentrations of amp. B
the number of RBC is 1 X 10°/ml.
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Fig 2B. The liposomal lipid concentration re-
quired to reduce the Amp. B toxicity by
50%.
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Fig. 3. The effect of liposomal lipid concentra-
tions on the reduction of membrane toxici-
ty of Amp. B. Two types of liposomes,
MLY and SUYV, were tested. The concen-
tration of Amp. B is 10~°M.
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Table 1. The change of #-Glucuronidase activity
during the preparation of A-Glucuroni-
dase coupled liposome.

Remaining enzyme activicy(%)

Original enzyme soluton 100

After NHSP reaction 75.4
After dialysis 710
Peak 1* 74
Peak 2 9.8
Peak 3 15.6

* See Fig. 5
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Fig. 5. The separation of enzyme coupled lipo-
some from free enzyme and lipid mixture
by gel chromatography using Sepharose
5B.
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Fig. 6. The antibiotic effect of the GL—coupled
liposomal Amp. B on the growth of Can-
dida albicans.
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