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Bioavailability Study of Adefovir Dipivoxil Analogs M, and M: in Dogs

LI Peng-hao', ZHOU Yuan-da’, HE Hai-xia’(1.Dept. of Pharmacy, Shenzhen Second People’s Hospital, Guang-
dong Shenzhen 518035, China;2.Dept. of Pharmacy, The First Affiliated Hospital of Chongqing Medical Univer-
sity, Chongqing 400016, China)

ABSTRACT OBJECTIVE: To investigate the bioavailability of adefovir dipivoxil analogs M, and M. in dogs. METHODS: Dogs
were randomly divided into adefovir dipivoxil group, M, group and M. group with 6 dogs for each group. These groups were given
appropriate drugs of 7 mg/kg. The plasma concentrations of adefovir were measured by HPLC-MS 0.33, 0.67, 1, 2, 3, 4, 8, 12,
24, 36, 48 h after administration. The pharmacokinetic parameters were measured by 3p97 software. The chromatographic condi-
tion was as follows: Phenomenex C(2)100 d column, Luna C; (2) pre-column, 1% formic acid-methanol (98:2,V/V), flow
rate of 0.2 ml/min; MS condition: electrospray ionization selective positive ion detection, (m/z)274[M+H]" for adefovir and m/z
256[M+H]" for ganciclovir. RESULTS: Pharmacokinetic parameters of adefovir dipivoxil, M, and M. were as follows: fu.: (0.69 £
0.14), (1.30 £0.98),(1.23 + 1.00) h; cum: (143.19 £56.79), (48.11 +18.45), (79.76 + 41.68) ng/ml; AUCoss: (2 559.80 +
896.64), (966.91 + 668.36) , (954.16 £ 1 405.65) ng-h/ml. The relative bioavailability of M, and M. were 37.77% and 37.27%, re-
spectively. CONCLUSIONS: The bioavailability of M, and M. have not achieved clinical requirement. The cause that there was
large number of impurity during synthetise or purification and transformation is limited in vivo, should be further studied.
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Tab 2 Results of absorbance determination of test samples I R PR o

in each group(x +s,n=3)
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0,029 mg/ml 03769+ 00463 0013800028 0363 1£0.043 5
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Fig1 MS spectra of adefovir control and internal standard
A. adefovir control; B. internal standard
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A. blank plasma; B. blank plamsa+adefovir+ganciclovir; C. plasma sam-
ple+internal standard; 1.adefovir; 2.internal standard
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Fig 3 Mean plasma concentration-time curves of adefovir in
dogs after administration(n=6)
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Tab 2 Pharmacokinetics parameters of adefovir in dogs af-

ter administration (¥ +s,n=06)

JiH (Rl M4 M4
Cung/nl 143.19456.79 43.11£1845 7976 41.68
fush 069+0.14 130£0.98 123£1.00
AUC) ss,ng+h/ml 2559.80 % 896.64 966.91 £ 668.36 95416+ 1405.65
fiash 14484432 14494966 17624742
CL,mg/(kg+h) 0.002 5% 0.000 6 0.009 7£0.005 8 0.015+0.016
Viomg/kg 0.036+0.027 0.11£0.053 0.11£0.095
F.% 31 317
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