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Abstract: Objective To compare the pharmacokinetic parameters between C57BL/6 mice (C57 mice) and rasH2 transgenic mice (Tg
rasH2 mice) after a single ig administration of the same dose of test drug F3SM, to evaluate the consistence of the two animals for
F3SM in metabolism kinetics. Methods Picked the same week-old C57 mice and TgrasH2 mice, four mice per species. Following a
single ig administration of the same dose (60 mg/kg) of sodium carboxymethyl cellulose solution F3SM, the blood samples (> 40 pL)
were collected at 0.5 min, 15, 30, 60 min,, and 10 and 24 h after administration. Plasma (10 pL) was separated out from each of the
blood samples, determined by LC-MS/MS for the concentration of F3SM. AUC ., MRT g.y), t1/2, Tinax, and Cpax Were carried out by
software and Paired Sample T test was used for difference analysis. Results Paired Sample T test of two kinds mice on AUCq.),
MRT g4, t1/2, Tnax, and Cpyax turned out (P > 0.05), showing no significant difference, and drug concentration-time profile of the two
species mice were roughly similar. Conclusion After a single administration, C57 and Tg rasH2 mice have no significant difference in
drug metabolism characteristics, suggesting that C57 and Tg rasH2 mice have the similar metabolic characteristics of this drug, and we
could conduct toxicity prediction research first with C57 mice when carrying out research by Tg rasH2 mice.
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Table 1 Intraday precision of F3SM in plasma of C57 and
Tg rasH2 of mice (X *s, n =15)

F3SM/ C57 /MR rasH2 /M,
(ngL™") WEM/(pgL") RSD/% WI5EfH/(pgL™") RSD/%
20 21.30+0.81 3.83 20.99£1.06  5.05
200 194.35+14.00 720  198.55+16.05 8.08
4000 422152418554 4.42 3986.50+£67.78 1.70
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Table 2 Interday precision of F3SM in plasma of C57 and
rasH2 mice (X s, n =15)
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20 21.30+1.01 4.76 20.99+1.25 5.95
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4000 4221.52+308.11 7.30 4076.50+309.41 7.59
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Table 3 Recovery rate of F3SM in plasma of C57 and rasH2
mice (X £s, n=15)
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Fig.1 Chromatograms of blank plasma (A), reference substance F3SM and internal satandard Taxol (B), and plasma

sample after administration at S min (C) in C57 mice
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Fig.2 Chromatograms of blank plasma (A), reference substance F3SM and internal satandard Taxol (B), and plasma

sample after administration at 5 min (C) in Tg rasH2 mice
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Table 4 Pharmacokinetic parameters in blood of 2 species
mice after single administration of F3SM (60
mgkg ) (X s, n=4)

S/ AL C57 /M rasH2 /i
AUC/(pg'L™"“h™") 68925.01+11212.10 62 689.68+12291.90
MRT/h 8.03+2.48 7.3140.97
tipz/h 18.7047.20 14.83+1.17
Toax/ 0.5040.15 0.3310.14

12989.77+1588.61 13 680.8311983.71
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Fig. 3 Concentration-time profile of F3SM
60 mg-kg_l) after administration (n = 4)
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