Cmax
102837.7 nge min/mli
129.4

2 4
AUC,

P-gp

CYP3A4 1629

36931.5 nge min/ml
53.3
0001 MRT 21.8

Cmax AU CO-t

632.7 ng/mli 696.7 ng/ml  AUC,,

74099.9 ngeminml MRT 136.2

Cinax 295.6 ng/ml
MRT 165.9 Crnax
p 001 AUCy, 64.1 p
p 0.01

26-28

P-gp
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Table 2-1 Blood cyclosporine concentrations (ng/ml) after oral administration of
cyclosporine (2.5 mg/kg) to rats.

Rat
1 2 3 4 5 6 Mean + S.E.
Time(min)
20 295.8 498.6 568.9 334.2 465.1 146.8 384.9 +63.3

40 487.6 811.2 751.2 514.1 579.7 255.3 566.5+81.6
60 595.4 782.1 790.6 627.2 685.9 286.1 627.9+75.6
180 280.2 345.0 403.5 300.8 349.5 253.1 322.0x22.2
300 126.6 162.8 1911 158.8 177.8 1142 155.2+12.1

540 45.6 73.8 76.4 87.2 97.5 48.2 71.5+85

Table 2-2 Blood cyclosporine concentrations (ng/ml) after oral administration of
cyclosporine 2.5 mg/kg) with licorice decoction (100 mg/kg GZ) to

rats.
Rat
1 2 3 4 5 6 Mean + S.E.
Time(min)
20 177.6 100.7 117.6 45.8 327.3 256.6 170.9+42.9
40 361.7 110.0 932.5 210.8 555.5 336.8 417.9+119.9
60 980.8 329.8 358.3 369.4 831.0 736.6 601.0+115.7

180 301.4 36.2 72.5 117.8 412.6 171.2 185.3+59.1
300 181.5 23.7 31.0 71.3 196.3 93.8 99.6 £ 30.2

540 105.2 14.5 14.6 50.9 174.8 84.9 74.2+25.1
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Table 2-3 Blood cyclosporine concentrations (ng/ml) after oral administration of

cyclosporine (2.5 mg/kg) with 100 mg/kg GZ to rats.

Rat

1 2 3 4 5 6 Mean + S.E.

Time (min)

20 148.9 57.8 45.8 127.8 130.6 88.6 99.9+17.3
40 257.5 87.5 53.9 156.3 171.7 141.2 144.7+28.9
60 393.8 288.5 274.2 148.1 341.6 319.0 294.2+33.9
180 159.8 26.0 22.9 82.6 81.9 54.1 71.2 £20.6
300 110.8 27.6 17.5 53.9 39.5 37.3 47.8 +13.6
540 91.8 60.6 42.3 70.4 58.6 122.8 74.4+11.7
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Fig 2-1 Mean (xS.E.) blood concentration-time profiles of cyclosporine after
oral adiministration of cyclosporine aone (25 mg/kg) and
coadministration with licorice decoction (equivaent to 100 mg/kg GZ)
or 100 mg/kg GZ to rats
* p<0.05, ** p<0.01, *** p<0.001 compared with cyclosporine alone

2-13



Table 2-4 Pharmacokinetic parameters of cyclosporine in rats after giving
cyclosporine (2.5 mg/kg) alone and coadministration with licorice

(100 mg/kg GZ) or GZ 100 mg/kg
Drug Rabbits
1 2 3 4 5 6 Mean + S.E. difference
administered
Parameters
Tmax (MiN) 60.0 40.0 60.0 60.0 60.0 60.0 56.7+ 3.3
Cmax
cyclosporine 595.4 811.2 790.6 627.2 685.9 286.1 6327+ 77.7
(ng/ml)
alone AUC
87791.9 119590.3 129874.3 100796.3 115240.9 63732.4 102837.7 + 9872.5
(nge min/ml)
MRT (min) 128.1 126.2741 129.7 142.0 140.2 150.9 136.2+ 4.0
cyclosporine  Tpa (Min) 60 60 40 60 60 60 56.7 + 3.3 0%
Cmax
with licorice 980.8 329.8 932.5 369.4 831.0 736.6 696.7 + 115.1 10.1%
(ng/ml)
AUC
decoction 113837.1 25515.1 47820.2 45776.7 133199.6 78450.4 74099.9 + 17263.0 —27.9%
(nge min/ml)
MRT (min) 144.8 106.2 85.8 149.3 155.4 134.8 129.4+11.2 -5.0%
Tmax (MiN) 60.0 60.0 60.0 40.0 60.0 60.0 56.7+ 3.3 0%
Cmax
cyclosporine 393.8 288.5 274.2 156.3 341.6 319.0 295.6 + 32.8 -53.3%* *
(ng/ml)
AUC
with GZ 63135.8 26378.5 21463.6 33459.6 38282.1 38869.2 36931.5+5928.7 —64.1% ***
(nge min/ml)
MRT (min) 164.6 164.9 149.0 180.1 1445 192.5 1659+ 7.4 21.8 %**

**p<0.01 ***p<0.001 compared with cyclosporine alone
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rhodamine 123
rhodamine 123
rhodamine 123

P-gp

P-glycoprotein

P-gp

19.5 5000.0 ng/ml rhodamine 123

P-gp
rhodamine 123 2 rhodamine
123 rhodamine 123
P-gp rhodamine 123
ANOVA
200mM 400 mv
80 rhodamine 123
400 mv 60
P-gp
3 P-gp rhodamine 123
P-gp
400 mvi 40 rhodamine 123
P-gp
P-gp P-gp
P-gp
CYP3A4 P-gp
Paolini M.
3138 6276 mg/kg 240 480 mg/kg
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Fig. 2-2 Transport of rhodamine from serosal to mucosal surfaces across the
everted jgunum in the absence or presence of licorice decoction or GZ
at aconcentration of 200 mvi or 400 mM GZ. Each value represents the
mean = SE. (n=3)

* p<0.05, ** p<0.01 compared with control.
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Fig. 2-3 Transport of rhodamine from serosal to mucosal surfaces across the
everted ileum in the aosence or presence of licorice decoction or GZ at
a concentration of 200 mM or 400 mM. Each value represents the mean
+SE (n=23)
* p<0.05 compared with control.
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