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Abstract Objective: To develop a liquid chromatography — tandem mass spectrometry ( LC = MS/MS) method for
the determination of adefovir in human serum. Methods: The analyte was isolated from serum by protein precipitati-
on with methanol, the supernatant was evaporated to dryness and reconstituted with 200 L of mobile phase, then 40
pL was injected for analysis. A Diamonsil Cg column(250 mm x 4.6 mm,5 pm)and mobile phase consisted of
methanol — water — formic acid (20:80:0. 1,»/0/v) at a flow rate of 0. 6 mL * min ' were used to separate adefovir
and IS. Electrospray ionization ( ESI) source was applied and operated in the positive ion mode. Multiple reaction
monitoring ( MRM) mode with the transition of m/z 274—m/z 162 and m/z 226—m/z 135 were used to quantify
adefovir and aciclovir (IS), respectively. Results: A good linearity was obtained in the concentration range of 1. 25
160 pg * L™'(r=0.9992,n =5). The lower quantitative limit was 1.25 pg * L™'. The inter — and intra — day
RSDs were less than 8. 64% , the method recoveries were within 99. 20% —101.98% and the extraction recoveries
were within 56. 50% —59.26% . Conclusion: The method is sensitive and acuurate, and proves to be suitable for
human pharmacokinetics study of adefovir dipivoxil.
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Tab 1 Precision and recovery
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Tab 2 Mean serum concentration of adefovir after
single oral administration of adefovir dipivoxil of 10 mg,
20 mg and 40 mg respectively
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2.50 2.48 8. 64 2.49 2.94 99.20 56. 50

20. 00 20. 05 5.95 21.34 3.32 100. 25 58.75
80. 00 81.58 4.98  76.64 7.45 101. 98 59. 26
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Tab 3 Main pharmacokinetic parameters of adefovir
after single oral administration of adefovir dipivoxil
of 10 mg,20 mg and 40 mg respectively

ZH 714 ( dose ) /mg
( parameter ) 10 20 40
t12/h 6.8+0.8 7.4x1.1 7.7+1.8
Vy/F/mL « kg ~! 7.0£2.0 7.4 £2.9 8.1+2.1
CL/F/mL * h * kg~! 0.63+0.13  0.68+0.12  0.9120.29
AUCy_s/pg* L= eh 229 37 434 £ 111 707 +186
AUCy_./pg*L='+h 233 £37 438 111 712 £185
MRT/h 7.8£0.6 7.9 £0.4 8.1+0.8
Coa/ g * L1 24 £5 48 +8 85 =19
Ta/h 1.3+0.4 1.1+0.6 1.10.4
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Fig4 Mean serum concentration — time curves of healthy volunteers after

single oral administration of adefovir of 10,20,40 mg
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