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FUE A HZ AL @ AR ALY A8 FHH2LE @o] AW
= 3 2et9l H, receptor antagonist® 4 &=9kEo|tt. o] ¢FE<9] pharma-
cokineticsol] sl A= & R Algd UM olvl B A7t HoUoH(1-4).
F44 EQ FUED S FAU UM BAFRAF FFOF A&y BSA
¥ Rez dEHA UAd@). FFFEAE AL dE Hx ¥F%=(Cmax)7t
48 = HolE Hold, AAW | &&(Bioavailability) & F& 50% ol HA
27% N A3 88%°l 1271714 W " E RHolx Ut y$7] FEA F
FE8AY(5-8), jejunume] P bolus FoF(9) F2 YR FYFALRS)
A9(10)1 s A9 ‘double-peak phenomenon’¢ldla Egl$E= HI F X
91914 bimodal patterng Yebdth. o|A¥Y highly variable3t FBEE 43
# %%’ (Bioequivalence) Z® oA AAE F71Y o] 4P FAAJIAE ¢
FAolng, A AAFQY issuest I AUt

ety 47 52 4¥EE ZYUEA Ji(dog) et VA (rat) & AHE-3te] ALA
o2 #8474 U4EY FFd. I¥E A= 48 UX%F key controlling para-
meterl intestinal permeability(Pys)el &£3& ¥3lo o] %E9Q variable oral
absorption®] underlying mechanismg& +% 8}3"_3} stdtt. Doge] Aol in
vivo regional segmental perfusion technique& A}F£3}%13L, rate] 2 -$-o = insitu
single-pass perfusion A4 82 3}%1tl. Regional segmental perfusion techniqueo]
T AE BT A A3hdd 9] physiology st A dogel. upper jejunumel] o
Loc-I-gut®(Kabi-Pharmacy, Sweden)ol&s 3 AZE  €¢d9  highly

sophisticated ¥+ multichannel tube& Al}I38ted <R F&Hozm <GB0l I
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perfusion solution& F¢J3t3L, YFAZvltt perfusateE AMHA s M2E B
o] ¥4A9¥ slyolty. In situ single-pass perfusion AP L EF 3= FAY
o) inlet3} outlet®] ¥ Zdlel scarE U o] catheter & tubeE 413t AT
F&o2 FESYSE FYL AFA Tt perfusates A FH st Wil
Effective intestinal permeability(P.g) = Hdl FFEEE wHgsis= syy
absorption parameter®A unstirred aqueous boundary layere] permeability &,

unknown aqueous resistance® i8] 3l 1 ch(11-14).

Py = P, Py, / (P,+P,) . (1)
o 71el M P, intestinal wall permeabilitye] 31, P, apparent resistance to
mass transport to the intestinal membraneg ¢v| 3. I ohLa P #
ANEE o145t BIEl Y effective permeability® T35t}

Py* = Py * R/ D = Pegr® / [1-(Pegr® 7 Pa®)] covcoerccrerrrersine (2)
Pyt = Q [1-(Cp/C))]1 / 2 =RL ... (3)
P,* =1/ (A .Gz"®) (4)
G,= nDL/2Q . (5)
D = 1326 .10* n™t Vo= (6)

o7l A P.*F dimensionless wall permeability, P.*t dimensionless
effective permeability, P effective permeability, P,*+= dimensionless aqueous
permeability, Q¥ perfusion solution®] 4, C,/C,¥ net water flux2 R 3

output/input ¥ X4, R intestinal radius, L& perfusion?} intestinal segment<)
Zo), A predetermined constant, G,= Graetz number, D= <& 9] aqueous

diffusivity, h= viscosity of water, V¥ molar volume at normal boiling point®)
o}
Dog 438 2%, FdYEDE F4830E AAU o) (intrasubject variability) =
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Holzx ¢sten, net water absorption® U E|HS] Pefffto:= $2& AHAY
(r=0.8490)& Bgou, ojZvtoazx= of XEe E47 =71 transcellular route
QA paracellular routedl®] FAEH FEAS £t ;U ¢4, passive
transport marker{! propranolole] Peffet U E|Hel PeffAlolo] ¢35
(r=07247) 42 AAE RYT o84 FYUe 99 intestinal permeation
passive type®] transcellular route$! H22 A9t RatE AL&3F Qf"‘OI]H
= A% x(0.1 mM)o| 4= highly permeabled} 3, ¥ =(1 mM)AE £24
AA (p€0.001) A ALE B o] ¢ES FF3F ol saturable process7} 31
& JtE5Ael B&EH YA, duodenum, jejunum, ileumm U colonol]l A region-
dependent permeability FAE X en, E3 duodenum3} jejunumof] A
concentration dependence& e of. o] F-9loll A ¢ saturation kinetics 71548 &
Bl Intestinal site-dependent permeability= ¢}vl= morphology, mucosal
cell differentiation, surface area, pH ¥ intestinal mucosay} carrier®] capacity %
location o} wjifo] opbds} A= Th ‘

Z2EFdoez, FVUHLEE FTFRAFE ALY Fod wWFel HIALS
intestinal permeability®] site-, pH- % concentration-dependences} most
probable3t 2¢lo] old 7 A=At}
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