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Table 1 Targeting molecules with galactose residue

Hydrophobic/ hydrophilic Galactose Lactose

Octodecyl aleohol Octodecy] galactoside  Octodecyl lactoside

Cholesterol Cholesteryl galactoside  Cholesteryl lactoside
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Fig. 1 Effect of targeting molecules on the transfection activity
I: DCGchol; 2: 1&gal; 3: chobgal; 4: 1&lac; 5: chollac.
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Fig. 2 Effect of on the transfection activity of the different
ratios of targeting molecules in liposome composition
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Fig. 3  Transfection activity of DNA/ liposome complexes at
various ratios (m: m) in HepG2 cells
DNA concentrations was fixed at 0. 5 mg/ L in all experiments.
xts, n=3.
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Fig. 4 Effect of the copresence of different concentrations of
galactose solution on transfection activity of DNA / liposome
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Fig. 5 Effect of the copresence of 20 mmol/ L galactose on
transfection activity of liposome with different composition
I~ 4 represent liposomes in w hich targeting molecule ratio is 0%, 5%,
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Fig.6  Confusion with red blood cells of liposomes with

different camposition at various pH values
Fig(a), (b) represent effects at 1.5, 2.5 hours respectively. Release
of heme is distinctively different befare and after pH 6. ¢—e&: DG
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Preparation and Evaluation of a Hepatocyte Targeting pH- Sensitive Liposome

. . . . . . S
WEN StYuan, WANG XiacrHong, LIN Li, GUAN Wei, WANG Sheng-Qi
( Institute of Radiation Medicine, Academy of Military Medical Science, Beijing 100850, China)

Abstract In order to obtain liposomes with properties of heptocyte specificity and pH-sensitivity, four
galactosylated derivatives were synthesized. A series of liposomes were prepared by mixing the galactosylated
derivatives with DC-chol/ DOPE respectively. The liposome 18 gal was proven to have favorable gene transfer
efficiency to human hepatoma HepG2 cells, which was significantly inhibited in the presence of galactose
solution, indicating that the liposomal transfection activity was mediated by asialoglycoprotein receptors. The
liposome showed prominent pH-sensitivity and low cytotoxicity. Its optimum gene transfer conditions were also
determined. The results showed that the liposome may be developed as a potential hepatocyte targeting pH-

sensitive delivery system for nucleic acid drugs.

Key words liposome, targeting, pH-sensitivity, nucleic acid drugs, gene transfer
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