DOT :10. 160167j. 1000 ~5404. 2002. (B. (B1
24 3 Vol. 24 No. 3

2002 3 ACTA ACADEMIAE MEDICINAE MILITARIS TERTIAE Mar. 2002 311

45 1000-5404(2002) 03-0311-03

Lac-PLL-ACV
T, B, A AL FRE . 400037

: HE (Acydovi, ACV) , ACV . ik

(Poly-I-lysine, PLL) ,
37 CpHO9 5 - (Lactosaminated poly-1-ly sne-acyclovis Lac-PLIFACV).
. &R HPIC Lac-PLI-ACV s ACV. 60%, ACV 10

s T2, AUG CL ACV 42 ,566 1/ 57, . R
(Asialoglycopmotein receptor; ASGPR) s ACV
: R512.62; R969. 1; R978.7 : A

Preparation and targeted delivery of hepatotropic antiviral drug Lac-PLL-ACV
XIANG Gui-ming, ZHOU Shi-wen, TANG Jiarrlin, XU ying, HUANG yong-ping(Base of Clinical Pharmacobgy, Xingiao Hospital, Third Military Medical Uni-
versily, Chongging 400037, China)

Abstract. Objective To reduce exirahepatic side effects of ACV in treament of chionic hepatitis B, the dug was conjugated with lactosami-
nated poly-Irlysine (LacPLL) which selectively enters hepatocyte by Asialoglycoprotein receptor. Methods — Iactosylation of the poly-Ir-lysine was
performed by reductive lactosamination in the presence of sodium cyamborohydride. The conjugate Lac-PLL-ACV was prepared via the ACV imida-
zolides incubated with lactosaminated pol-Izlysine at 37 ‘C under pH9. 5. Phamacokinetic properties of the conjugate were studied by determining
ACV concentration in plasma and liver by HPLC after intravenously administered to Kunming mice. Results The conjugate was stable in human
plasma Afteri.v. injection maximally about 60% of the injected dose was taken up by the liver. The T}, » AUG CL values in liver were about 4.
2, 56. 6, 1/57 times of the i. v. ACV group. Conclusion The results suggested that the Lac-PLL were a suitable carier for taigeting antiviral dmgs
ACV to liver.
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Fig 1 ACV concentration-time curves of plasma(A) and liver (B) injected
i. v with ACV( ® and Lac PLL- ACV(»)in mice

1 ACV  LacPLL-ACV
Tab1 Pharmacokinetic parameters of ACV and Lac-PLI-ACV in
plasma of statistic moment algorithm

Graup AUC(gmD) *h  MRT(h Ti2(h) CL(ml/h)
ACV 11. 6667 1.6185 1.1807 8. 5712
Tac-PII; ACV 16.4990 5.7679 3.912 6. 0609
2 ACV  LacPLL-ACV

Tab 2 Pharmacokinetic parameters of ACV and Lac PLL- ACV

in liver of statistic moment algorithm

Graup AUC(fg/g) *h  MRI(h) Ty, CL(g/h)
ACV 5.2682 1.1148 0.7561 19.0114
Lac-PII- ACV 29. 2703 4.6089 3.2197 0. 3375
3
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Plasma levels of endothelin and calcitonin gene-related peptide in patients with conges-

tive heart failure
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