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RHIIER, (RRKRDLE te 1K, RABAN
2.7 4% JREVEL AR SELH A2 BN S A A
BB R B, £ HCX 2/ F25 s
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B3 HCX XfIF 25 B A AR 2 5«
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1985 4£ 10 B 16 Huk# 1986 4£ 9 B 19 HEH

(EERERKFHEBIFZE, HIK 630046)

H % (hexachloro-p-xylene, HCX) X} FF 25 K51
EHRGTWEEMEZR, - HEHEREW
), WSO ATIRE T HCX X KR 25 8
M5 S{EM, ig HCX 100 &k 150 mg/kg, qd x
6 d R B4R B L Z M AR A, 3 %R
ZiERE e, ASCHE HCX /N 2R
mi, ZREATIERBFIERLHLZ, HCX
XN 25 B 30 = BB A R VR .

# o

Y HERERN KLY EFFR K.,
St —RE T Y. KR 21 R ,4KH 181 £SD



268, /NERL 289 K, fkE 20+2g,
HRERA HCX PE w25 = 124,

TR ELLL 2294 R Serva A F] A, ELRHEE I
(BE>T70%), W& B-6-BBR(&5E 90%)M
WIREAE T (G E>T0%) W hEE
2 WAL R RGATIT A5, &
AR, RSO, hEESAR Rk
TR g (it 7 4k B2, LR, 4-SFE2BILHK,
R -, AR, W B W, Lk
iRk 4, CP, —% {k B, Hifl., HCX
FisHRT, A E KmE B A, KR
10 ml/kg ig,/NfR % 20 ml/kg ig, JRE L4
Tk R A 22 K R B A T, KRB 5ml/
kg ip, /NER#% 20 ml/kg ip,

KTk B SR

$ HCX M ARF/DRIXEL 2R
BHEIB R 25403 ig HCX — g, X R4l ig
MR EKIE, T4 HCX 5 12h, KR ipJX
Btz 4 356 mg/ke, /NP sk 2 Lh 2 #4545
mg/kg, WK EELR RN EC, KIR ig
HCX 100 mg/kg 41, 150 mg/kg 2050 X J8 411
S BR BE E] 43 S Jg 139458, 119+39 0
129+31 min, #iERY, F 5 HCX X AKX
B b 2 4 s RN 1) G B A ma. /R ig HCX
Tab 1. Effect of hexachloro-p-xylene (HCX)
on sodium pentobarbital hypnotic time in mice.A,;
a single dose; B. multiple doses. Number of mice

in parentheses, X+SD. All p values of treated
group are <(.01 compared with control group.

Dose Days Hypnotic time (min)
(mg/kg) Control Treated
12,5 624+54(10) 206490 (10)

25 62154(10) 246+113¢ 9)
A 50 62154(10) 25270 (10)
100 33+£21C 9) 327£152( 9
150 33+21C 9 186 145(10)
50 4 49431C 9) 279£213C 9)
B 50 7 6834 9) 328 £160(10)
25 14 61437(11) 191498 (11)
50 14 61-37(11) 167169 (12)
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12.5-150 mg/kg — Kk B AEIE T Bt KR E
PG 404 R B (3% 1-A),

& HCX T RR B 25 K08 B 15 8
W FZ54ig HCX §FR—uk, %er 44,74,
fi14d, MNEHIg EAETE Kb, T X Kig
J& 24'h, ip ;R EHZ4 50 mg/ke, [ H ik W
KB R RIRA Al 45 (8 1-B)%H,
HCX %4 ig 4d, 7d %014 d ek B
B /N R B B 0 A R [

HCX 3 hRERRE R itk LiEE
BRI FI%4lig HCX —k, X4 ig A%
Bk, T4 HCX 5 12h, ip % B 24
45mg/kg, XFAT ip RELZMEL, 2,
Afieh, FMEHAT ip KELIZHE 1, 3, 6
il 12 h HUEBALALSE, HERE, 2 RARE
H1 AR, #FHE, DEEIHINA 0.1mol/L
BB (PHT7.4), ETFHiD % (Waring-
blendor) P K 20% 533, Pl K ELEL 4k

O, 3 HCX SRR FLE Ik B 2 4%

Bk B — i [ 1B B 4R R T B2 3 3 (tgp),
255 (B 1) %1 ig HCX 100 mg/kg & #7008k
P/NRRPRR B L Z AR R %, EEIX
B 28 typ. HCX KB ZHN ty 29 2
X RRAAR 2.7 15,

HCX R hREFS AL MEY B EE
MEm SHMSR, 4 B F & RAURE
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Fig 1. Disappearance of pentobarbital from the
whole body of mice pretreated with HCX., Mice
were given ig HCX 100 mg/kg 12h before ip
sodium pentobarbital 45 mg/kg. n=4, X--SD
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Sk B L2 4 L R A 51 B bk N-
JL PR S g PR, 45 SR ig HCX 100 mg/kg
JE R/ N BRUF 57 S %5 bk B Ll 22 Bl A s B LE AR Y
RIS, X 45 HCX Ak B L 240
Y E RSB 743 5 1.941,3 pmol/
(h-g fF)(p<0.05), ALk ALY LB R,
B4 0.434:0.10 5 0.2340.08 umol/(h-g JiF)
(p<<0.01),

HCX 3/ R BFS) 4R B ¥ P-450 F048
aE®EDb ARNEW SANR 127, &
FIRT. #SCER (R TIE I B S ain e
# P-450 f4pfm a3k b, ik, HCX 50 mg/kg
44, 100 mg/kg ZAFIR B AR Spdkdhémin e &
P-450 & 5t4 B0k 1744, 16.3+£2.8 F120+5
nmol/g i, AifutaE b, &R HIN9.2+2.6,
9.3+1.4 18.9+2.3nmol/g Jif. it ta

FE P-450 o by SR Ad S5X BALLEB L
BB 2% % (p>0.05),

HCX 3/ RFE X I FSRERARTH
B&m S94UhE 8 R, M % 4lig HCX 100
mg/kg — X, T4 HCX F 12h s 24 h, ARIR
BT, Bk, BOHFRE 3R OE IO
SGPT i% {4, ig HCX 5 12h Jif & Jy49+28/
kg {k7, SGPT kA 160440 &K B, 44
RERY A 4L 1Ry 50 +5 g/ke & i, SGPT 5
PEoy 173 +68 £ fr, ig HCX f5 24 h [F &
9 62+58/keg {kift, SGPT % #4:5 169+ 18 &
FCHADL, A8 My X M4l FFE N 65+4 8/kg &
#,SGPT JEE )y 161450 4 FCAfr, 450
ig HCX )5 12 5 24 h ¥ W/NRUT 3R 1 SGPT
TEMER N,
15 it
ARIEW L ig HCX RRIET W 25 Hh AL/
R R L2 B AR BRI ], 48 % HCX 5 ikl
BUF 258500 7B . HCX #B ZE K 7k Bt 244
tys, 2900 XTHRAARY 2.7 1%, 1273 0% B L 240 fi

HR A ]RGS2 R BT HCX 8 TR B L %7
P B TR R R FT 2L

BT 2540 te BT WRE a0
My, LEFREZER TN, Bt HIER,
Hit, FAIMEET HCX X/ IF = R SGPT
IEWEmR, SRRAERLBEDGEHNT,
HCX XIHT &A1 SGPT & 3 76 g m. 3
PREEZ s WERARE T HCX HEFT
I 4m b B, oA 7T fgk BT HCX X 258G
B E B WIVEA. 2 HCX AEFE /M RUE S5k
X 7R B EE 22 A A SR AL LEARAY W H (U S B 2
wWig, #—LXRHTEREE.

I A ER AT RS, WL ES
EESRPER, WATUEERENTESK
W EE. TS HCX JRER N S 3p 4aliE
o 3 P-450 Mm% by &2 LRI,
BB HCX XY T 25 By ad il A~ 72 3 52 i 40 el
BRP-450 Ml R b 1 & . £T HCKX
TEM T/ AME—31T, BRI,

RIS 4RIE, £33 HCX ft BN 4Rk
FR L EL % oA R MR [a], MERAT 2V EEIE I, A
RIRF HCX X KFUX B EL Z4 IR [AE
B, MR B 2 2, HCX X/
W25 200 ikl 1. 308 HCX X 25 %
R A B SR B 2 5

8 £ x W
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Inhibitory effect of hexachloro-p—xylene on hepatic drug-metabolizing

enzymes in mice

YI Ping, QUAN Yu-Zhu

(Dept Pharmacology, Chongging University of Medical Sciences, Chongging 630046)

ABSTRACT Our another experiment showed
that the drug-metabolizing enzymes in rat liver
could be induced by hexachloro-p-xylene
(HCX), a clonorchicide similar to DDT in
chemical structure, physicochemical proper-
ties and disposition in the body, 1In this
study we found that HCX exerted an in-
hibitory effect on the drug-metabolizing
enzymes in mouse liver.

A single dose of HCX (12.5— 150 mg/
kg) ig to mice increased the duration of
the hypnosis of sodium pentobarbital. The
rate of biotransformation of pentobarbital
in vivo was reduced in mice pretreated with
HCX 100 mg/kg, ig and the ty3 of pento-
barbital in treated mice was 6.1h, while
that in control mice was 2.3 h.

The rate of biotransformation of sodium
pentobarbital and aminopyrine in liver
homogenates of mice pretreated with HCX

100 mg/kg ig was reduced significantly,
but the cytochrome P-450 and cytochrome
b, contents unchanged.

HCX, either a single dose or multiple
doses, showed inhibitory effect on hepatic
drug-metabolizing enzymes in mice. In rats,
however, a single dose of HCX did not
affect the duration of the hypnosis of so-
dium pentobarbital significantly, but multi-
ple doses reduced pentobarbital hypnotic
time and exerted a stimulatory effect on
hepatic drug-metabolizing enzymes.

These results indicated a  species
difference in the effect of HCX on hepatic
drug-metabolizing enzymes.

KEY WORDS hexachloro-p—xylene; liver
microsomes: enzyme inhibitors: biotrans-
formation; species difference



