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Bromphenol blue (BPB) was studied with rabbits in normal and disease states to
understand the basic principles of hepato-biliary transport process, and the effect
of disease states on the drug disposition.

The time course of plasma concentration and of biliary excretion was studied in
normal and CCl, intoxicated rabbits.

A conspicuous retention of BPB clearance from the plasma was observed, and
the slope of the first-phase of plasma curve was decreased in the intoxicated
rabbits.

The shape of biliary excretion was same in normal and intoxicated states, but
the amount of BPB excreted into bile in the intoxicated states was much smaller
than in normal states.

A relationship was found which enables one to predict the pattern of uptake of
BPB by the liver, and the pattern of excretion into the bile in normal states,
but was not in CCl, intoxicated states.

It may be that the application of this experiments would extend the effect of
disease states on the drug disposition.

* College of Pharmacy, Seoul National University
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drug disposition2 o g2 WA v}, 4435 hepatic diseased| A& ZEHS blood ZHE 9
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£ fEAsg . , )
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600nmeo] A BILEE PETE

BPB in Bile: ©%-& pH 7.4 phosphate buffer= 2 A sto] 600nmel] A WILEE e}
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low o]zl A anion L&Y LAYl  hepatic transport systemS 2w glvba A
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Figure 1—Plasma elimination curves of BPB in normal and disease states. Key:—[—,
—QO=—; —A—, Normal; :
--@---(GOT; over 2000, GPT; over 2000),

-« X++«(GOT; over 2000, GPT; over 2000),

«®---(GOT; 540, GPT; 650),
«+@-+-(GOT; 62, GPT; 73), Disease

75 e,

Fig. 12 Bromphenol blue (10g¢ mole/kg)-S A A el HEHIT % Midfe] BPBsxo &
B3 bE semilogarithmic plotgt RAojv}, o] graphi sloper} ## sl 5+ 7)< phase= HiK
Hol Ylom Cx=AeKiu+Bekne] Roz vehd & 9.9 74 Cre tEAAY i
g, K3} K,+= graphd] 27419 7]&7]o]v}. BPB A A4 graphd] first phase: pl-
asmaz ¥¥ liverd] BPB uptakes} BSPoj Alx 9 Zifs] gol@s 228 4 . »

GOT:62,GPT:73¢] moderate jREEfd Al = TEEEEn v} first phase®] 7]-&7] Ko 7+43s+
9 o0 liver damager} ®v} vt 475 E GOT:540, GPT:6502] medium severes] j5fe
B3k GOT & GPT 2,001 1] severe #fgRtol A& Kigtol o9 ol & & & 3iok
F#EES] #Bo] T4E first phaseo] A] plasma= ¥ & livers] uptakes} As] 2 w3 ¢ on
plasma clearance retention timeo] Zojx-& I 4 ¢lv}, oA Richards®e] 43+
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Figure 2—Biliary excretion of BPB in normal and disease states.
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Figure 3—Biliary excretion of BPB in normal and disease statés at max. level.
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Figure 4—Cumulative biliary excretion curves of BPB in normal and disease states.
Key : —O—, ~—[J—, Normal;
«+(D---(GOT; 540, GPT, 650)
--@--(GOT; over 2000, GPT; over 2000)
- X -« (GOT; over2000, GPT: over 2000), Disease.
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Figure 5—Plasma concentration and biliary excretion curves of BPB in normal State.
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Figure 6—Plasma concentration and biliary excrtion curves of BPB in disease state.
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