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Study on the hepatocytic cell targetability of liposomes

HOU Ximr pu, WANG Li, WANG Xiang-tao, LI Sha
( Departnment of Pharmaceutics , School of Pharmacy , Peking University , Beijing 100083 , China)

Abstract: Aim To target for hepatocytic cell , liposomes was modified by special ligand. Methods
Sterically stabilized liposomes ( SSL) was conjugated with asialofeticin ( AF) , the ligand of asialoglycoprotein
receptor ( ASGP- R) of hepatocyte . ASGP- R-BLM is the ASGP- R reconstructed on bilayer lipid membrane
( BLM) . The recognition reaction between AF SSL and ASGP- R BLM can be monitored by the varieties of
membrane electrical parameters. The targetability of AF SSL mediated to hepatocyte was detected by
radioisotopic labeled in vitro and in vivo. The therapeutic effect of antihepatocarcinoma was observed also.
Results The lifetime of ASGP- R BLM decreased with the added amount of AFSSL. It was demonstrated that
there was recognition reaction between AF-SSL and ASGP- R- BLM. The combination of AF-SSL with hepatocyte
was significantly higher than that of SSL without AF modified in witro and in vivo . The survival time of rat for
AF-SSL carriered ADM ( adriamycin) group was much longer and the toxicities on heart , kidney and lung were
lower than those SSL carried ADM group. Conclusion 1t is possible to actively target the cell with specific
receptor by ligand modified liposomes . The result prvide scientific basis of hepatocyte targeted liposomes .
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Table 1 The change of stability time of hepacyte
receptor recorstitued  bilayer lipid membrane
(BLM) after adition of liposomes

Liposomes Amount added Lifetime of ASGP- R-BLM/ s
AF-SSL 100 uL 703
200 uL 486
500 pL 379
SSL 200 pL >3 000
500 pL >3 000
Free AF 4 png 665
20 pg 80
200 pg <30

AF: Asialofeticin; SSL: Long circulation liposome ; ASGP-R:
Asialoglycoprotein receptor
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Figure 1 Incorporation of liposomes by isolated
hepatocytes
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Figure 2  Distribution of liposomes in hepatocyte in vivo
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Figure 3 Small carcinoma in liver of rat iv injected

Figure 4 Carcinoma necrosis and lipid particles
deposition in liver of rat iv injected ADM AF SSL
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