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Pharmacokinetic analysis of enterohcpatic circulation
of piroxicam jm rabbits'
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{Devision of Biomathematics. Zhejiang Medical Uni.
versity, Hangzhou 310006, China)

ABSTRACT The concentration {c} — time (1) curves
of piroxicam showed double peaks following iv 10 mg
dose to 4 rabbits. A new mathematical model of
enterchepatic circulation was proposed to explain this
double—peak phenomenon and showed pood agree-
ment with data. This model provides not only the
common pharmacokinetic parameters: 7, =112+
032 h. ¥,=064% 0.12 L, AUC=347+ 78 up

- h™' - ml™', but also the parameters of enterobepatic
circulation of piroxicam: the cycling amount of drug
D,= 3.9% 1.4 mg, reabsorption fraction F,= (.50%
0.04, reabsorption rate constant K = 2.55% 0.30
h™'. Tiisindicated in this study that enterchepatic cir-
culation results in a 20% average increase of the effec-
tive amount of piroxicam.
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EXPERIMENTAL METHODS

BEXR4H, KE261503kg, B
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BIF 0S5, 1. 2, 3, 4. 45, 5. 6, 8 12h
hHH B KB 2 ml, A HPLC #7M
E % Pir #EE. AiLMBIH D 98.1%, %
R <33%, REEHEED 01 »g

- ml™.
MATHEMATICAL MODEL
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Fig 1. One (A) and two (B)—compartment models de—
scribing enterohepatic circuladion: 1. the central com-
partment; 2. the peripheral compariment: B. the
storage compariment (gallbladder): G. the absorption
compartment (gastrointestinal tract). Al transfer rate
constants X are first order ones.  Gallbladder emptying
occurs instantaneous]y at a constant interval.
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Fig 2. Plasma piroxicam concentrations and fitting
curves after iv 10 mg piroxicam in 4 rabbits,

TR M #3025, UL Tab .

Tab 1. Pharmacokinetic parameters by curve fit tech-
nique for 4 rabbirs using the equation 2 after iv 10 mg
Pir

Parameters x*ts
i/ h 23119
i/ h 0.68+0.27
Ty-h L1+03
K. /n 26205
¥, /L 0.64+0.12
£ 0.50+0.04
R, /h 384 1.0
By /s mg 3914
b,/ mg 12.0£0.9
AUC “ug - h-ml™" 3lts
AUC,/ pg h - ml™! 358

TAUC, iscalculated by trapezoidal rule.
T*AUC,, is calculated by integrating the equation 2.
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