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Liposome-entrapped adriamycin (ADM-Lip) as hospital pharmacy product for injection was

investigated for improving therapeutic effects of adriamycin. ADM-
phosphatidylcholine, cholesterol and stearylamine (molar ratio, 3:3: D),

Lip was prepared from egg
and separated from

free adriamycin hy dialysis. It was stable in dialysate of 0.01 M phosphate buffer with 0.85%
NaCl (pH 7.4) at 37°. ADM-Lip increased the octanol-water partition coefficients to about
30 times as compared with those of the free form. Size of most ADM-Lip particles was less
than 0.4 um and, therefore, ADM-Lip could be prepared as sterile injection by filtration

through 0.45 ym membrane filter.

Keywords—Liposome—entrapped adriamycin; hospital pharmacy product; adriamycin; egg
phosphatidylcholine; cholesterol; stearylamine; octanol-water partition coefficient; sterile in—
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Condition of dialysis: 37°C, the buffer soln.
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Table 1. Octanol-Water Partition Coefficients of
Drugs Entrapped in Liposome

drug  drug entrapped (B)

(A) in liposome(B) (A)

38.7+8.1 33.7

adriamycin  1.15+0.45
(n=6)

bleox(nycin) 0.003+0.0001 38.440.6 12800
n=4

Fig. 2. Negative Stained Electron
Micrograph of ADM-Lip

Table 2. Distribution of Particle Size of ADM-Lip
Measured by Negative Stained Electron
Micrograph

particle size (um)
<0.2 0.2~0.3 0.3~0.4 0.4<
_ number 7
of particles* 65 76 56 32
rate (%) 28.4 33.2 24.5 14.0

*number of total particles=229

Lgp(ﬁﬁpmol);SA(Zmeol);Chol(GGpmoIT]

dissolved in 5 ml of the organic solvent
evapérated under Npgas (30°)

—-- ‘l" ~(in clean bench)===~-~-~-- -

added 10 ml of the buffer soln. containing ADM 5 mg
mixed for 10 min

sonicated for 20 min under N; gas
(35°,bath type 100W)

dialyzed over a period of 40 hr with changing
the buffer soln. 3 times

passed through a sterilized 0.45 pm Millipore filter
into sterile, pyrogen-free ampules under N, gas
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Fig. 3. Preparation of ADM-Lip Injection
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