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Tab 1 Effects of 18a- glycyrrhizic acid (18a- GL) given ip on rat liver cytochrome P450 isoenzyme activities
Dose/ Time/ P450/ EROD/ ANH/ ERD/ AMN/
mg* kg ! d  pumol*min ' mg ! pmol*min ' mg”" %* nmol* min e mg' %*  nmol* min~ '+ mg! %"  nmol* min" '+ mg"!
0 3 0.50%£0.09 47 x14 - 0.053 £0.008 - 0.70 £0 .12 - 0.64%0.15
6 0.49%0.10 42 *14 - 0.056 £0.009 - 0.69%0.11 - 0.57%0.10
12 0.47%0.17 48 *18 - 0.050 £0.009 - 0.64%0.12 - 0.60+0.13
12.5 3 0.54%0.10 43 +14 8.4 0.049 £0.016 7.5 0.66X0.15 5.7 0.62%0.10
6 0.50£0.08 38 £14 11.3  0.047 £0.011 8.1 0.53%0.05" 231 0.57%0.11
12 0.44%0.10 40 %13 16.5 0.028£0.009" " * 44.0 0.54%0.16 15.6 0.55%0.11
50.0 3 0.44%0.11 38 £14 17.6 0.033%0.016" 30.0 0.621%0.18 11 .4 0.52%0.11
6 0.41 £0.13 26x10° % 38.3  0.026%X0.012° " 53.2 0.52%0.08° 24 .6 0.64 %0 .08
12 0.45 %0 .20 26X13"% 473  0.026FX0.010°" 48.0 0.42Fk0.13" """ 343 0.62%0.23
Male Wistar rats were given daily doses of 18a GL (12.5 or 50.0 mg* kg'l b.w. ip) for 3, 6 or 12 consecutive days. Liver

microsomes were prepared, and the activities of aniline hydroxylase ( ANH) , 7-ethoxyresorufin O-deethylase ( EROD) and

erythromycin N-de methylase ( ERD) were assayed

n=6, xts. P<0.05, " P<0.0l ovs their corresponding controls, ® P<0.05, *® P<0.01 vs 18a GL ip for 3 days group.

#* The percent of inhibition vs controls
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v%  (CYPLAL) . ( CYP2EL)
(CYP3 A) .
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E}

CYP2EI
53.2%( P<0.01) ; 50 mg*kg ™'
CYP3A
34.3 %( P<0.01) . 18 GL
P450 AMN .
I

Tab2 Effects of 18a- glycyrrhizic acid (18a- GL) given ip on rat liver phase II transferase activities

Dose/  Time/ GT,/ GT,/ GST/
mg-kg'l d nmol'min'l'mg'1 %* nmol® min'l'mg'1 %* pmol® min'l'mg’] %*
0 3 59 L6 - 24 t6 - 140 40 -
6 62 L6 - 21 £8 - 130 X26 -
12 64 =5 - 23 %7 - 150 40 -
12.5 3 73 £5°° 24.9 27 6 13.9 163 £33 16 .6
6 745" " 19.3 30%5° 45.9 148 £31 13.7
12 82t6" " 28 .3 33k7°°4 463 192 £23° 37.1
50.0 3 75 £9° 27 .6 32%7° 56.9 174 £28 24.2
6 79 £13° " 27 .1 36 £8° " 70.3 193%21° 2% 483
12 837" 29.9 388" " 67 .0 213 %34" 2% 425

Daily doses of 18a- GL (12.5 or 50.0 mg* kg~ "how. ip) were given to male Wistar rats for 3, 6 or

12 consecutive days. liver microsomes were prepared, and then the activities of glutathione S

transferase ( GST) and UDP-glucuronosyltransferase toward 7- hydroxy 4- methylcoumarin ( GT,) and

4-phenylphenol ( GT,) were assayed

n=6, xts. P<0.05," " P<0.01 uvs their corresponding controls, * P <0.05, ®“ P <0.01
vs 18a GL ip for 3 days group. * The percent of increase over controls
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EFFECTS OF 18a- GLYCYRRHIZIC ACID ON RAT LIVER CYTOCHROME
P450 ISOENZYMES AND PHASE II TRANSFERASE

YANG Jing , PENG Rerrxiu' , KONG Rui' , YU Jie ping’

(1. Department of PharmaCOlOgy, 2. Department of GlZStTOeﬂi’ei’OZOgy, the First Affiliated HOSpital,
Wuhan University Medical School, Wuhan 430071, China)

ABSTRACT: AIM To study the effect of 18ct glycyrrhizic acid (18 GL) on hepatic microsomal drug
metabolizing enzy mes in rats. METHODS 18a GL (12.5, 50.0 mg*kg’ Ped ') were given ip to male Wistar
rats for 3, 6 or 12 consecutive days. The rats were sacrificed 24 h after the last dose and the liver microsomes
were prepated for analysis of cytochrome P450 ( CYP) isazymes and phase II transferase activites. RESULTS
Aniline hydroxylase ( CYP2EL) activities in the rats treated with 18 GL (12.5, 50.0 mg*kg" ") for 6 days
decreased dose- dependently by up to 53.2 %; For 3, 6 or 12 days 7-ethoxyresorufin O deethylase ( CYP1 Al)
activities in the rats of 50 mg*kg” ' dose group decreased time-dependently by 17.6 %, 38.3 % and 47.3 %,
respectively; Erythromycin N-de methylase ( CYP3A) activities was significantly inhibited from 23.1 % to
34.3 %. UDP-glucuronosyltransferase activities toward 7-hydroxy 4 methylcoumarin significantly increased
ranging from 19.3 % to 29.9 %. UDP-glucuroncsyltransferase activities toward 4-phenylphenol in the rats
treated with 18 GL (12.5, 50.0 mg* kg’ ") for 6 days increased by 45.9 % and 70.3 %. Glutathione &
transferase ( GST) activities in the rats treated with 18a GL (12.5,50.0 mg* kg ") for 6 days increased by
13.7% and 48.3 % in dose-dependent manner. CONCLUSION  18c GL inhibited rat liver microsomal
cytochrome P450 while induced phase II transferase .
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