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Abstract: A LC-MS/MS method for quantification of norfloxacin in human plasma had been developed. This
method was applied to the pharmacokinetics study of norfloxacin in the human. The plasma sample was precipitated
by methanol and ciprofloxacin was used as the internal standard (IS). Chromatographic separation was performed
on a Symmetry® C,; column(100 mmx4.6 mm, 5 pm). Mobile phase contains 0.3% formic acid and 5% methanol
in deionized water at a flow rate of 0.45 mL - min™. Norfloxacin and ciprofloxacin (IS) were ionized with an ESI
source and operated in positive ion mode. The detected ions were m/z 320.3—302.1 (norfloxacin), m/z 332.3—
314.1 (ciprofloxacin). This LC-MS/MS method yielded a linearity over the range of 10-1 000 ng - mL" with the
lower limit of quantitation (LLOQ) of 10 ng - mL". The intra and inter-assay precisions (RSD%) were within the
C

max>

range of 2.64%-7.23% and the accuracy (RE%) was less than £5.00%. The pharmacokinetic parameters ¢,,,,

AUC,,, and ¢,,, were 1.2840.364 h, 627+171 ng-mL", 2 9384850 h-ng-mL", and 6.01+1.36 h, respectively. This
LC-MS /MS method was proven simple, sensitive, rapid and suitable for pharmacokinetics study of norfloxacin in
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the human and Approved by the Medical Ethics Committee of Liuzhou Workers' Hospital.
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Figure 1 The chemical structures and product ion mass spectrum of the [M+H]" ions of norfloxacin (A), ciprofloxacin (B) (internal

standard)
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Figure 2 Representative MRM chromatograms of norfloxacin
and ciprofloxacin in human plasma. A: Blank human plasma
sample; B: Blank human plasma spiked with norfloxacin (LLOQ,
10 ng - mL™") and IS (400 ng - mL"'); C: A human plasma sample
collected at 3.5 h after the oral administration of norfloxacin (100

mg) in human
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Figure 3 Mean plasma concentration of norfloxacin over time
after oral administration of norfloxacin tablet 100 mg in 8 healthy

adult volunteers

g

IR R A v [ B B R BRI, JE T R
PIPEAL A0, (il 5 R AT N2 5 5% pH {H FZ I,
I, 75 57 LC-MS/MS 43 HT J7 VR B, % i 5 i 2% 14
DA S A B 7 VAT T AR

1E— € BT BN A 264, W b B AE Symmetry®
C18 f 3l b b A B i 1 OR BE, B FH S AH 68 13 A
LC-MS/MS 43 #1771 N F 1A HLAH 32 228 H B A 2



SUT I 24: LC-MS/MS 72 5 Bl 8 A I =

IR B L B )M T AT T B - 699 -

Table 1 The pharmacokinetic parameters of norfloxacin after

oral administration of norfloxacin (100 mg/tablet) in human. n = 8

Parameter x+s
C,./ng -mL"! 627 + 171
t../h 1.28 + 0.364
AUC,_,,,/h-ng-mL"! 2938 + 850
AUC,_/h-ng-mL" 3133 +883
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MRT,_ /h 7.37+1.19
V/L 288 £65.4
CL/L-h'! 35.0+129
t,,/h 6.01+1.36
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