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In vivo pharmacokinetics of uridine translated from cytarabine in rats
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Abstract Objective To develop an LC-MS/MS method for the determination of uridine in rat plasma, and study in vivo
pharmacokinetics of uridine in rats administered with Cytarabine Hydrochloride for injection. Methods LC-MS/MS method was
used. The HPLC analysis was separated on an Acquity UPLC BEH C,g column (50 mm X 2.1 mm, 1.7 pm). The mobile phase was
water - acetonitrile with gradient elution. The column temperature was 20 ‘C with injection volume of 10 uL at a flow rate of 0.2
mL/min. MS conditions were that a triple-quadrupole mass spectrometry equipped with electrospray ionization (ESI) source for
detection and multiple reaction monitoring (MRM) were applied with sweep time of 0.1 s. Capillary voltage and cone voltage were
2.5kV and 26 V. The temperature was 110 ‘C. The temperature and flow rate of the solvent gas (N,) were 350 ‘C and 500 L/h. The
flow rate of cone gas was 50 L/h. Contents of uridine in samples were determined with regression equation of standard curves. The
blood concentration - time curve was investigated after tail iv administration of Cytarabine Hydrochloride for injection to SD rats, then
the pharmacokinetic parameters were calculated. Results The linearity range of uridine was 1 — 1 000 ng/mL. The intra- and inter-day
relative standard deviation (RSD) were less than 15% and the relative error (RE) were all within 15%. The average extraction recovery
was over 90%. The result of matrix effects was 97.3%, and it had good stability. Parameters of pharmacokinetics were #y,,, 1.0 h, Cpax
134.2 ng/mL, AUCy, 2 316.0 ng-h/mL, and #,, 4.3 h. Conclusion The method is successfully applied to pharmacokinetic study of
uridine translated from cytarabine in rats administered with Cytarabine Hydrochloride for injection.
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Fig. 1 MRM chromatograms of blank rat plasma (A),

blank plasma spiked with uridine and internal

standard isoniazid (B), and rat plasma sample
administered with Cytarabine Hydrochloride for

injection (C)
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Table 1 Results of precision and accuracy test

I /(ng-mL ™) A E /(ngrmL ™) 1 RSD/% H i) RSD/% TR/ %
2.0 22 7.5 9.4 10.0
500.0 564.3 8.3 5.6 12.9
800.0 876.5 5.7 7.3 9.6
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2.8 ERBIKE

O3 ST BB PR AR . RS (24 800 ng/mL)
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FEJTORE ity R UEE T AR (A ) 5 TR BE B i (R IR TRIAR (45D
R ECAB TE SR TR, o &85 SR RADBE PR 1R 115 2k Jo Ak
N 97.3%.
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Table 2 Stability data of uridine in rat plasma under different conditions

. 4 CJiE 24 h 3 ARG KR E v i (23°C) JHE 2h
TN/
4 AT L/ AL/ AT L/ AL/
(ng'mL™") B RSD/% 2 o . o . RSD/%
(ng'mL ") (ng'mL ) (ngmL ) (ng'mL )
2.0 1.94 8.3 1.83 9.3 2.13 8.2 2.15 4.9
500.0 478.20 9.2 567.10 5.1 523.80 7.7 534.70 7.6
800.0 845.10 6.5 902.10 4.7 876.40 6.8 897.50 5.8
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Fig. 2 Mean plasma concentration - time curve of
cytarabine in rats administered with Cytarabine
Hydrochloride for injection
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