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Tab 2 Tissue distribution of naftopidil in rats after a single oral dose of 20 mg*kg™
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Tab 1

naftopidil in rats after single oral doses

Pharmacokinetic parameters of

Dose (mg*kg ')

Parameter Unit

10 20 30
A ngeml™! 357.98 323.47 2376.8
a h™! 1.489%4 1.071 0.6857
B ngeml™! 26.059 43.239 56.000
B h™! 0.0979 0.1452 0.1189
Ka h™! 2.7714 5.6942 1.6872
V/F(e)  kgeL™! 50.2 65.8 20.5
T1/2a h 0.4654 0.6472 1.0109
T8 h 7.0822 4.7752 5.8299
T/:Ka h 0.2501 0.1237 0.4108
K21 h™! 0.2736 0.2735 0.1391
K10 h™! 0.5328 0.5684 0.5863
K12 h™! 0.7809 0.3743 0.0793
AUC ng*heml™' 373.63 534.46 2495.40
CL(s) Leh'*kg™'  26.8 37.4 12.0
Tp h 0.535 0.415 0.900
Cmax ng*ml ™! 102.94 212.66 799.80

1

Concentration({ng*g~ ") at time(h)

0.25 2 6

Heart 423.26 +371.17 160.09 +82.37 109.34+63.14

Liver 7854.17+8125.36 875.52+407.92 276.76+98.56

Spleen 472.62+453.58 229.11+162.05 195.31+108.85
Lung 3130.03+2762.50 1215.30+£1062.07 717.34 +270.10
Kidney 418.31 +434.99 116.34+44.19 166.57 +87.76

Muscle 98.32+35.19 69.92+50.72 116.71 £112.09
Intestine 40198.40+50114.00 2858.66 £ 1594.55 246.31+194.57
Testis 35.17+51.42 162. 18 +£85.21 71.57%£64.39

Fat 142.03 +123.57 166.52+109.73 28.95+47.43

Brain 81.93+43.12 48.01+32.16 7.84+17.53

Utero-Ovarian 179.66 £ 165.91 1555.16 - 1131.88 1074.84 = 890.74
n=5 x=Ts.
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Fig 1
naftopidil in rats after single oral doses. ©—o 10

a—a 20 mg * kg s a—= 30

Plasma concentration-time curves of

mg * kg s
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Fig 2 Excretion of drug in rats given naftopidil
20 mg* kg ! orally. ®—® Urine; 2—= Feces;
*— Total.
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PHARMACOKINETIC PROFILE OF NAFTOPIDIL IN RATS

Yu Donghui( Yu DH)s Wan Litaol Wan LT) and Lou Yaging(Lou YQ)
( Department of Pharmacologys Beijing Medical Universitys Beijing 100083

ABSTRACT  Naftopidil (Naf ), a novel antihypertensive drug, was determined by HPLC-UV
method. The plasma concentration and pharmacokinetics of naftopidil have been investigated in rats
after single oral doses of 10, 20 and 30 mg* kg '. The drug was found to conform to a two-
compartment model. Tp was in the range of 0.42 h 10 0.90 h. T, was 7.08 h after the 10
mg*kg ! doses 4.78 h after the 20 mg*kg ! dose and 5.83 h after the 30 mg*kg ! dose. The
Cmaxs AUC and CL/F appeared to be dose dependent at the doses not higher than 20 mg*kg ~!.
Naf was found in many tissues after a single oral dose of 20 mg*kg™'. The top level tissues were
intestines liver and lung at 15 minutes after administration, while the utero-ovarian tissue was the
highest at 6 h. Naf can be extensively metabolized since the total excretion of the parent compound in
urine and faeces was less than 1% of the dose. From 82% to 97% of Naf in plasma was shown to be
bound to protein.
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