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Abstract: Objective To establish an LC-MS/MS method for the determination of ubenimex, which was used subsequently to
investigate the pharmacokinetics of ubenimex in healthy Chinese volunteers. Methods Venlafaxine was used as internal standard.
Following a deproteinization procedure, ubenimex and the internal standard venlafaxine were eluted isocratically using a mobile
phase containing of methanol-2 mmol-L™" ammonium acetate and 0.2% formic acid aqueous solution (50 : 50) at a flow rate of
900 pL-min™" within 4.20 min. The analysis was carried out by using Waters XTerra® MS C,, column (150 mm % 4.6 mm, 5 pm).
Ubenimex and the internal standard were measured by a triple-quadrupole mass spectrometer in positive electron electronic spray
ion (ESI) mode using multiple reaction monitoring (MRM). The extracted ions monitored following MRM transitions were m/z 309.3—
120.2 for ubenimex and m/z 278.2—215.1 for the internal standard venlafaxine. Twenty subjects took orally 20 mg of Ubenmex
Capsule on an fasted state, 250 mL of warm boiled water, and took 3 mL of blood from the elbow vein before administration and 10,
20, 30, 45 minutes and 1.0, 1.5, 2.0, 3.0, 4.0, 6.0, 8.0, 10.0 h after administration, to prepare plasma. The concentration of ubenmex

in plasma was determined by the established LC-MS/MS method, and the pharmacokinetic parameters were calculated. Results The
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calibration curve of ubenimex in human plasma was linear over the concentration rang of (1.0—2 500.0) ng-mL™". The lower limit of

quantitation was 1.000 ng-mL™". The intra- and inter-run precisions at three quality control levels were within 2.2%—5.1%, the

relative deviation of the assay was within —15.0%—15.0%. The plasma samples were stable at room temperature for 24 h, at -20 °C

for 50 days and during three freeze-thaw cycles. After the healthy subjects took Ubenimex Capsule 20 mg on an fasted state, the

main pharmacokinetic parameters of ubenimex were as follows: C,, was (1 375 +298) ngmL™', AUC_,,,was (2 106 +296) h-ng'mL"",
AUC, , was (2 116 £ 299) ng-h-mL™", #,, was (1.38 + 0.20) h, ¢, was (0.71 = 0.23) h. Conclusion The method was proved to be

convenient, accurate and sensitive. The method was proved to be suitable for the pharmacokinetics of ubenimex in healthy Chinese

volunteers after a single oral dose of 20 mg Ubenimex Capsule. -Ubenimex Capsule were rapidly absorbed by oral administration,

and the blood drug concentration reached the peak after 0.71 hours.
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Fig.1 LC-MS/MS chromatograms of ubenimex in plasma
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Table 1 Test results of precision and accuracy of quantitative analysis of ubenmex
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Fig.2 Mean plasma concentration-time curves of ubenimex

after a single dose of 20 mg Ubenimex Capsule (x+s,n=20)
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Table 2 Main pharmacokinetic parameters of ubenimex

after a single dose of 20 mg Ubenimex Capsule (x+s,n=20)

5% mg S 3 %7 (20 mg)
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