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Effect of Renal Failure on Pharmacokinetics of Norfloxacin in Rabbits
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The pharmacokinetics of norfloxacin (100 mg/kg, oral) in renal failure rabbits was studied. Re-
nal failure rabbits were induced by the i.v. injection of folate (50,100 and 150 mg/kg). These pro~
duced significant increases of serum creatinine concentration (S,) and blood urea nitrogen (BUN).
Plasma concentration and AUC of norfloxacin significantly increased. Elimination rate constant
(Ka) of norfloxacin significantly decreased, and half-life (t,) of norfloxacin significantly increased.
Correlation between serum creatinine concentration (S.) and half-life (¢, of norfloxacin, and
correlation between BUN and AUC of norfloxacin have linear relationship respectively. These
results suggest that adjustment of the dosage regimen of norfloxacin is desirable, and serum
creatinine concentration (S,) as well as BUN can be used an index for adjusting the dosage re-

gimen of norfloxacin in renal failure.

Keywords— Renal failure rabbits, Norfloxacin, Folate, Pharmacokinetic parameters, Dosage regimen.
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Figure 1 — Plasma concentration-time curves of
norfloxacin in rabbits with folate-induced renal failure.
Key @ O;control, ®:folate 50 mg/kg, A:folate 100 mg/
kg. A folate 150 mg/kg
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Figure 2 — Correlation between serum creatinine
concentrtion and half-life of norfloxacin in rabbits with
folate-induced renal failure. Y=4.67 X-1.73, r=0.979 (p
0.05).

Table 1— Pharmacokinstic Parameters of Norfloxacin in Rabbits with Folate-induced Renal Failure

Folate administration

Parameters Control
50 mg/kg 100 mg/kg 150 mg/ke
S (mg/d1) 1.47+0.26 1.64+0.31 2.01+0. 38* 4.24+0.61*
BUN (mg/dI) 26.06+3.08 29.07+3.72 37.10%4. 58* 52. 50+6. 89*
Ko (hr?) 0.198+0. 02 0.102+0. 02* 0.087+0.01* 0.04120.01*
ti2 (br) 3.49+0. 41 6.81%0. 84" 8.69+0.95" 17.83+£2.03*
AUC (g - hr/mj) 95.6+16.2 172.1423.5* 280. 934, 3* 567. 8£65. 7"

*; mean value+S.D. (n=6), *;

significantly different from control at p<0. 05, S.:

serum creatinine concentration, BUN; blood

urea nitrogen, K.; elimination rate constant, t; half-life, AUC; area under the plasma level-titne curve.
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Figure 3— Correlation between BUN and AUC of
norfloxacin in rabbits with folate-induced renal failure.
Y=17.45 X-352.2, r=0.998 (p<0.01).
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Figure 4 — Correlation between BUN and serum
creatinine concentration in rabbits with folate-induced
renal failure. Y=0.11 X-1.49, r=0.974 (p<0.05).
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