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Determination of Voriconazole Concentration in Human Plasma by HPLC
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ABSTRACT OBJECTIVE: To establish the method for the determination of voriconazole concentration in human plasma.
METHODS: After protein precipitation with acetonitrile, using riluzole as internal standard, plasma concentration of voriconazole
were determined by HPLC method. The determination was performed on Agilent Zorbax Eclipse Plus Cis column with mobile phase
consisted of acetonitrile-0.01 mol/L monopotassium phosphate solution (38:62, V/V) at the flow rate of 1.0 mL/min. The column
temperature was maintained at 40 °C, and the detection wavelength was 255 nm. The sample size was 20 pL. Meanwhile, the
method was applied to determine plasma concentration of voriconazole in 10 patients receiving voriconazole. RESULTS: The liner
range of voriconazole was 0.2-20.0 pg/mL (#=0.999 6). The lower limit of quantitation was 0.2 pg/mL. RSDs of intra-day and
inter-day were both lower than 7% (n=6 or n=18). Average accuracies were 98.59% -106.18% . Average extraction recoveries
were 86.77%-89.86% (RSD<4% ,n=6), and the deviations of measured results and theoretical values of stability tests were within
+15%. The plasma concentrations of voriconazole in 10 patients were 0.34-5.04 pg/mL. CONCLUSIONS: The study successfully
establish a rapid and efficient HPLC method for the determination of voriconazole in human plasma.
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Fig1 HPLC chromatograms of voriconazole

FEZEE 2021 FEE 2 EE 08
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Tab 1 Results of precision and accuracy tests for the concentration determination of voriconazole

Tk HA(n=6) Hiil(n=18) SR (n=6)

pg/nl SR (x45), ug/mlL RSD,%  WEHEGEs), %  SEMREREGs), pg/ml RSD,% R (vts), % BI(vts), % RSD, %
02 020240010 495 10118480 019840013 657 99.00+6.63

03 053140007 13 106124134 0.530+0019 358 106.18+3.89 86.7743.21 370
50 492940049 099 98.59+0.98 5019£0.117 233 10037+2.34 §7.10+ 1.4 165
150 15.1700.284 187 10112189 15.140£.0.367 24 100934245 89.86+1.54 17
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Tab 2 Clinical data for patients and plasma concentration of voriconazole

el Y e A IEKE pg/nl ki R
Lo AR 6 Bl I0mg,ql2h  BEAER) 068 RiRAAKEIET HIFRIKE PR ENIE 200 mg.q12h S
2 LG 6 MR W0mg,ql2h Al 141 % %
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