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ABSTRCT-The disposition of Brazilin including plasma concentration-time profiles, excretions
via urine and bile, and plasma protein binding was investigated after intravenous or oral ad-
ministration of radiolabeled Brazilin ( 3H-Brazilin) to male Wistar rats.

The main pharmacokinetic parameters were as follows; t ;/5, 13.71 hr; AUC, 53.38 1 g-hr/ml;
AUMC, 1013.4 #g-hr2/m!, MRT, 18.95 hr; Vss, 17778 ml/kg and CL, 936.77 ml/hr-kg.

The 2nd peak was found in the plasma concentration-time profiles indicating potential
enterohepatic circulation. The enterohepatic circulation was supported by the bile excretion.
After oral administration, about 64.4% of administered radioactivity was excreted into the bile
within 10 hours and its excretion rate reached maximum at 3 hours after administration.

The Vss was extremely high, 17.8 l/kg indicating distribution of brazilin in most organs
(tissues) with high concentration of brazilin in some organs. Brazilin was distributed into most
of organs (spleen, adrenal, pancreas, kidney, thymus, lung, heart, liver, prostate, epididymus,
testis, fat, muscle and done) except brain. High concentration of Brazilin was detected especially
in liver, kidney, epididymus and testis.

Approximately, 62.9% and 44.1% of the dose was excreted for intravenous and oral ad-
ministration, respectively. About 80% of the dose eventually excreted into urine was excreted
within 24 hr after dosing.

Plasma protein binding of brazilin resulted in 40+ 4% by ultrafiltration method.
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Table 1. Some pharmacokinetic parameters of Brazilin
after intravenous administration of 3H-
Brazilin to Rats A and B.

Rats A B mean+ S.D.
Body weight (kg) 025 025 0.25%0.0

Dose (1g eq.) 12500 12500  12500%0.0

t1/2 (hr) 12.38 1538 13.71%£2.12
AUC (ug eq.-hr2/ml) 53.03 47.73 53.38+7.99
AUMC (ug eq.-hre/ml) 1142.0 884.8 1013.4%£0.86
MRT (hr) 19.34 1855 18.9510.56
Vss (ml/kg) 16380 19437 1778.0410.62
CL (ml/hr-kg) 846.9 1048.0  936.77+0.19
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Fig. 1. Plasma concentration (radioactivity)-time
profiles of Brazilin after intravenous admin-
stration of 3H-Brazilin (100 « Ci/50 mg/kg) to
Rats A (o) and B (D).
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Fig. 2. Plasma concentration (radioactivity)-time
profiles of Brazilin after oral administration
of 3H-Brazilin (100 «Ci/50 mg/kg) to Rats C
(2), D(0)and E (x).
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Fig. 3. Billiary excretion (radioactivity) of Brazilin
after oral administration of 3H-Brazilin
(100 2 Ci/50 mg/kg). Each point is a mean of
two rats.
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Table 2 Tissue levels of radioactivity after oral adminsration of 3H-Brazilin to rats (100 « Ci/50 mg/kg).

Tissue

Time after administration (hr)

0.5 1 3# 8# 24 724
Spleen 1.5+0.6 5122 1.3+0.0 0.3£0.0 * *
Adrenal 10 1.7 19.0+0.2 8.0+0.2 2.210.3 1.310.1 *
Pancreas 1.2£0.7 19.70.1 10.5+7.0 1.7£0.9 0.410.3 -
Kidney 21.8+11.1 64.94+41.8 11.0+2.33 2.010.7 1.0£0.2 *
Thymus 25+1.1 7.1£1.9 1.6+0.1 * * *
Lung 1.240.3 9.8%5.3 2.8+0.1 0.7£0.2 0.3+0.1 *
Heart 4.4%18 7.2+2.8 3.3+0.1 0.5+0.1 * *
Liver 31.8+2.7 20.8+0.1 17.9+4.0 2.3+0.3 0.3+0.1 *
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Table 2. continued

Prostate 12.9+1.4 29.8+0.6 2.8+1.8 1.1+04 0.3+0.1 *
Epididymus 13.5+5.7 29.0+0.4 78+1.4 15404 0.74+0.1 .
Testis 2.0+ 0.7 4.8+2.4 24403 1.3+0.9 * *
Fat® 52+4.5 11.4+0.8 18+14 1.44+0.3 * *
Muscle? 1.841.3 9.8+2.4 0.940.2 0.440.2 * *
Bone?) 1.9+0.4 4.0+1.9 0.8+40.2 * * *
Brain " * N " * .

(11 g eq./g tissue)

Values are means of 2-3# rats+S.E.

*. (<0.4); Sample radioactivity was less then 66 dpm (under detect limit).
a); Epididymal adipose tissue

b Femoral muscle

¢); Thigh bone

Table 3. Urinary excretion (radioactivity) of Brazilin uldth(Table 1). AT5oiake] 4% % iv. Fof
intravenous and oral administration of 3H- o e N e e N
Brazilin to rats (100 «#Ci/50 mg/kg). %2 629%7F Fol F 72AAHA kg o wi A

s Aeg geigon, Adg el Hy-H-(80%)

po g o] 24417F Htel WA=k,
0-24 hr 36.3+9.3 50.040.0 gapchulo)] gk Hake e =ZA| ool &he)
24-48 hr 6.740.9 11.7+3.3 olape g 223 Ay 40+ 4%<ich
48-72 hr 1.1+0.5 1.2+0.3
Total period 4.1% 62.9%

Each value is a mean of 3 rats+S.E.

2ER0}

Radiolabeled Brazilin(®*H-Brazilin) & &4 Wistar Ratsoll %-od3}o] plasma concentration-time profile, urine %
bile2¢] wlA, 225 E 2 plasma proteinoll W AFEE A}y ofr}.

1. Pharmacokinetic parametersi th&3} 3ttty 13.7 hr, AUCE 53.38 ug-hr/ml, AUMCE 10134 #g -hr?
/ml MRT= 1895 hr, Vssi= 17.7781/kg 1&]x CL& 936.77 ml/hr - kgdch

2. Plasma concentration-time profileo| 4 enterohepatic circulation& AlA}8ted 2nd peak7} #7d=a, wEul A
Agon Bag £} glgdeh AFE F hHulAde Folgfe) 644%7) 104]2bel AR wAEHA, 327 1ol
M4 5 maximum o] fich

3. Vsst= 1781/kge@ 2 & viebdn, webd =g Aeld gl 2o Brazling ¥E3hsl3 53] livers)
kidney, epididymus 18] 3L testisel] ¥ % Byghe o 4= 9lgdch

4 ATEoizte] 44.1%7}, AAFAL & Folakel 629%7} urined F8 WA= ok Urined &3] wiAds= e IR
(80%) 2 24412t ol wid= et

5. Plasma proteinol| th&h A% &S goleddgos 24 Ax 40+ 4%7 Ak A2 vebgrh
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