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ANEX ZREX K RSB IES

7
X F. AR

#E kR4 ig HCX 100 5 150 mg/kg, qd x 6 dJ5,
RELZAEIRA BT %S, FFE% N, 8SGPT
EELHE, EFgkhaleE P-450 MARGE
Bs & BB RN, B Lh AR N-Ji R iR B Lb 20
RIS EYE, R HCX FES AR F % B
tER.

xia AENITHEE, FihEk BES 4k
BEP-450, HREHB-S

75 8 # = E 2£ (hexachloro-p-xylene,
HCX) X BRifuB5 846, RIAITAE 32 2 W HHmK
BRAYZ—, HCX Wb 244, Bk
PIRFEHRAN AL E S0 DDT 45 41¢-®. DDT

cl1 3c-«j)—cm 3

hexachloro-p-xylene
RERERE AR C B 2 IR A, WA
BB R P EBIEYE, HCX 2% 5 DDT —## &
AESHABNER, G585,

HHB5F %

KRABKRER KZHMARRKHE, B
Ao, 179 R, tk&E 171+SD 168,

HCX gl 5= 184, XEZ W R
BDH 25 7= 5, ;R B LL 2401 & Serva /A FF= 4.
FRHBIEE>T0%) . FH H-6-5 &
(BE ORI & 4 B I — 4 (EE>
7090) o ER 2 WAL BF TR
RaAF ™A=, &k, REO, FE
BE 250 5] LW 1L AR R Wy B v 3t 45, LR,
A-R IR, FBRFI— &£ 7%, AR,
E T mEBRM, Ldmig 47, CP, —%ik
w, B, HCX Flig Fal A Rk & & ik
A&, ¥ 10ml/kg ig, RELLZH 1k B

1986 4E 9 A 19 B&H

1985 4F 8 A 19 FIk®y

(BERERKRFEABERIE, HKK 630046)

ZWTF s RET, MAEEIRKE R E K &
5 ml/kg ip, _

HERNBAATRELZRENNE K
Ba&12h)5, ip RELLZ 4 35 mg/kg, i
FHERNE, SBERRNKERE, Bk,
BB R, HRES-12CHESH. BRa
FFRER MK 0.2 mol/L(pH 7. 4) ZE B 38 &
FEANGIRR 20% 5%, SRIXBMGIRI FH
W2 R A 4R TR B b IR B

BF 47 3% o 4R AR €5 ¥ P-450 22 40 B &5 3B, iR
BHRE <R 12b 58 L, BB,
FE, THRE-30CHRF1I2d F5RBIX R
(B) &AL 20% ST 3%, RE 4 iE B EU
1000xg B 0> 15 min, R 5 A & & KCI
150 mmol/L #1 MgCl, 10 mmol/L ¥ Tris-HCI
50 mmol /L 22 rhi% (PH 7. ) BB 2% RS %E .

1. mpp & & P-450 52 2 %I 5 %
£ BB SCHR (6) 7E 533 uv-300 L 4NET 4 LB
T ERBERIERARHERE B 1k &%
P-450-CO & SRtk th 2%, 7€ 450 nm
B KA BR W ige, 125 450 nm 55 490 nm
AR FE(OD), HFRIME M & % P-
450 &,

AOD(450 nm — 490 nm) x 1000
ExC

X B AOD(450 nm— 490 nm) {% % 450 nm 5
490 nm JF AN EEZ 2, EREER &

P-450 nmol/g =

HtJy 104(mmol/L)~! - em™', C RFEFF I%
2. mpeF Bs s E HBIEHE () #

2 BT SIRrEERAL G2 R G,

FERARLLERAMAY 1mg RKFR MBI
W3R, 1min {7 ERSEEE ERA R HR
A GERaR B, WRBOLE i &, 7=



425 nm KA I T e i, 90 5% 425nm 5
450 nm 4L E RE(OD), e TFRFEa @
EB &R,

AOD(425 nm— 450 nm) X 1000

ExC

B, nmol/g=

RBEFSHE X H k, Ef% 171(mmol/
L)-!.cm™!,

HoZF LB EHOME £KER
BT B BR 4% ik iR 0.2 mol/L(pH 7.4) £
FR 20 % I SI3K.

1. Remasisslang %
BOCHER () MsE . BRIV TE 16 ml R % T,
BEBREMRVIE & % 0.1 mol/L(pH 7.4) B&
BHsmINEHEYT 0.28 HFOFI%, RE
He 4% 6 umol | %%y i-6-RiEk 25 umol | fH Bt
A& 10 umol, MgCl, 75 umol §1 NADP 5 umol,
HRMBEEWAE 37°CiRE 20 min, REH [,
FE 5 min JRI§—K, BBL KGR RE
BEKHE T, FBERS K 0.1 mol/L(pH 7.4)
B 10 15, AT B IR B R KRR B L ZH
B, LURBEZMRS R (umol/h) /g i 5k
(umol/h) / & Ff ZoRIF SJ 5 R B L Z Ml #EEik
miE .,

2. AKWHKN-BT RGERGA T T
S BREMEBATHER B, ELKMA
&Jy10umol, ¥ FRBEFARE 20 min 5
VIR REREKBRHRBEGREN LIS
NG WO SE R, i S {5 20ml, a7 B3R 4R
10 min, WHEFHRBUK, 2.0, R 15ml g
HIRBUKE F & 4 HCI 0.5 mol/L 7% 6 ml
B4 k=t , #R1E 5 min, #E # 10 min,
BROBEBRRE AN, WEHCHZEGE, 2.
S BCER () M HCl Rk b 4-FE 2R
., P A-EEZE bk A RE R (umol /h) /g
FF 8k (umol /h) / 4 Jif R fF & e e & Lh 4k N-
it FH B R .

&= R

HCX #RMIRE L MR 1) 8, FFE
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% SGPT Fite® g /2541 ig HCX & K—
o o ed, WHZ ig ABREA 2K E KM,
FRIK igj5 24 h ip REELZ 9 35 me/ke,
SCHRCL0) WU Tk B bL 2 4 f R A 8], SRS LT
WIFE R AT SGPT iEt:, #REH, kR is
HCX 100 ¢ 150 mg/kg, qdx 6 d 345k T EH
SR EEE R AR AR R JF BT B W n PR E
#t, {HSGPT EM:EHBZALGEE 1),

Tab 1., Effects of ig hexachloro-p-xylene(HCX)
qdx6 d on duration of sodium pentobarbital
hypnosis, liver weight and SGPT activity in rats,

Number of rats in parentheses, X+SD, *p>0.05,
**p<0.05, ***p<0.01

Daily dose of HCX 0 100 mg/kg 150 mg/kg

Duration of

hypnosis (min) 121447 54-+24*"* 80+15°*"

(8 € ¢:))
Liver weight 34+5 41+3*** 45+5°***
(g/ke) (8) (8 (8)
SGPT activity 13438 162+36* 155+27°
(King’s unit) (8) (6) €8]

HCX A BRKEHBHEA D R B LRK
FeRm £ARERK 2. HCX 4 X BHEzw
AR Rl A AP B 454, 1B AR
R BRI ETH 25, HMkscine
B gl 4H 4R B EL 2K AR BT

Tab 2. Effect of HCX (100 mg/kg, qdx 6 d) on
brain pentobarbital concentration in rats during
awakening. X+SD., *p>0.05, **p<{0.05,
***p<0.01
lsg expt 2nd expt

Duration of hypnosis (min)

Control 114+31(11) 150+34(8)

Treated 84+23(9)** 74+18(9)***
Brain pentobarbital (ug/g)

Control 21.7+7.8(11) 24.8+4.7(8)

Treated 23.41+4.3(8)° 23.914,0(9)*

HCX 3t KR EF51 9% 40 M & 3R P-450 04
MERB 2RRE K4 ig HCX, 7%
MNIRA ip FELLZW, =B R 4 ig R
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#ip AEFREh K, FRIKAH 524 h &L 3E, W
S8 HF A3 % TR 4 i 6 3% P-450 A1 40 Jie (2 35 Bg iR
BE. R 3)H)EN, HCX 5B Zikk L

FHIEINIT 5 3 gnfin o P-450 Fu /B & B B
e, HCX 100 5 150 mg/kg 4140 il a3 P-
450 2y HRk g 43 A BRI R4 1 1.8 fF
2.2 %5 4000 (o B, 3k Br 4 B Bk hxd
A 2.0 5 2.1 65, XELZAMBEE
P-450 SEygik pr A P ER K IR 1 4.4 1%,

la 3 Bs VagIR pr A E S KA B4R 2.4
%, BT HCX 5XELLZimaeiE ¥ iniFE,
MR RF R A EEP-450 5Hu
# B & &, MZEELLZ 0 HCX B hn i 40
BFk P-450 il e F B, MEME VR, K
EEL-Z B M e 3K P-450 SE & B A K
xR 6.3 15, 4lNiE (5 3 Bs JyEFE #h KW R
41K 3.6 1%, HCX 100 5 150 mg/kg 41 40 I

Tab 3.
X+SD, ***p<0.01

a3 P-450 LIy & R4 Rh E K b X RAr
1.9155 2.6 %, gt Bs 45500 KX
AR 2.31%5 2.7 .

HCX M MEXRBIF SR A & 9 %L iE
Eoygm HCX 5XREZWH F SHass
AR, RIKBDE 24 h i AbsE, WE
BT 53 v TR EL LG S0 S Y2 fL B R 4 3 EhAk N-
B LR, AREP HCX IEE th 2
WHE B E BT SRR B MR
JErbbk N-Ji FR 2L B 05, i (umol/h) / & fF
T}, HCX 100 5 150 mg/kg 4078 B b Z494E
WL RSB ERE N AN 3.3
2.9 % WELWHEYELEESH T XM
AR 1.6 %5 1.3 1%, XELZHARE
Fb 2250 A e {3 D A B 2R /KN R 4 B 3. 2
%5 SBLELARAE M (b it 3R Sy A 7 2h KO BE 41
H12.515, TRERNLEA.

Cytochrome P-450 and cytochrome B contents in liver homogenates of rats pretreated with HCX,

Treatment Dose
(mg/kg qd x d)

Cytochrome P-450 Cytochrome Bg

nmol/g of liver nmol/whole liver nmol/g of liver nmol/whole liver

Corn oil 23+ 9(10) 161+ 67(10) 9+3(10) 59+23(10)
HCX 100 %6 41£11¢10)*** 313+ 81(10)*** 18+3( 9)*** 135+19( 9)***
150% 6 50% 5( 5)*** 412+ 60( 5)*** 19£7( 5)*** 158:£55( 5)***
Saline 24+15( 4) 167 £103( 4 9+2( 4) 59+12( 4)
Sodium pheno- 75x4 105435( 4)***  1045+493( 4)*** 2244¢ % 214+70( 4)***
barbital
Tab 4, Drug metabolizing rates in liver homogenates of rats prefreated with HCX, x+SD, *p>0.05,

**p<{0.05, ***p<C0.01

Dose Pentobarbital side-chain hydroxylation Aminopyrine N-demethylation
Treatment (umol/h) /g (umol/h)/whole (umol/h)/g (umol/h)/whole
(mg/kg qd xd) of liver liver of liver liver
Corn oil 3.8+1,2(5) 29+10(5) 1.10£0.14(10) 7.1+1,00(10)
HCX 100X6  11.1£1.7¢5)*** 96+25(5)***  1,51+0.28(10)*** 11,2+2.4(10)***
150X 6 9.6+2,0(5)*** 85+24(5)""* 1.19+0.28(10)* 9.5+2,7(10)*"
Saline 6+4(4) 40£31(4) 0,88£0.15(4) 6.2+1.6(4)
Sodium pheno- 75X 4 13+3(4)** 12639¢4)**  1,5040.14(4)*** 15.3+2.2(4H)***

barbital




5] it

A3 SR A AR A T R E L2 M
B C BB A SR AE AR N-J 26 R 0 k. A
WE SIS AN AR AR FA%
HEARBROESN, BSHTNKNEDEETE
e AR R RS BB R
WEE FRURE AR, ARSCEMIE B ST 3R v A A
MR, #e3CHk(8) 12 Ay Se R AN 2R, it
B BRI AR O R F DS IR W i JE A et 4
B A BYIA T H R,

AR HCX B4 A BUX B Mg
BRIl $2oR HCX w1 8845 75 S ok BUIT 25 Bghy
TR, EEBELBNAET, XEILRHRE
HE IR 1] B 2 A W AL gt g ma b, LR
AR 1 A A R R A 25 T Y v T i TR kG
R IRES ) R B b R AE R PR . A
R0 5 4 F Q25 W R 4 TR B b 52 RE BRI [R] HL 95
BN AL TR BRI E AT RA, F
WA ER Y SR, mAGHNRE
Bl 2 fié RIS 1] #0058 e ({30 o ok 2 ey T 2 g 0
M, MFERRARTRELRZKEN TR D
Ao, HCX g BB AR B b &
PR AL, B XA AN B L 2R
TR E#N, R HCX EARY K4 TE
B3 e AR R . HCX 4345 X B L 2 4 A BR A [A]
W] BB T T 25 B PR R EE R MER S Y
THERPT S,

HCX g In KBS % 40 o 6 & P-450
etk B, A&, £ HCX AEBARFS
FF R E L Z A R R E R W b,
X BELE R I B HCX F 5 S R RUF 25 B R0 (e
M.

HCX GER n FRE 8 5L 9F sE 8 n AT &7 4
fmfask Bs & f. ML ER B 2T ROE AR
Bz —, ©HEYIMIERIT A R W
RN, EFHFEMINZT 5400 3K P-450
Fémie e R Bs WF %, HRHESE.

A s RAEsr, HCX 5 DDT 44 {2,
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Induction of drug-metabolizing enzymes in rat liver by hexachloro—-p-

xylene

YI Ping, QUAN Yu-Zhu

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

ABSTRACT Hexachloro-p—xylene (HCX),
a useful drug for the treatment of clonor-
chiasis in China, is similar to DDT in che-
mical structure, physicochemical properties
and disposition in the body. Since DDT is
a well known hepatic microsomal drug-
metabolizing enzymes inducer, the effects of
HCX on the activities of hepatic drug-
metabolizing enzymes were investigated.
Hypnotic time induced by sodium
pentobarbital was significantly shortened in
rats pretreated with ig HCX 100 or 150
mg/kg, qd x 6 d. However, the rat brain
pentobarbital concentration during awaken-
ing did not change significantly after the
pretreatment with HCX . The key component
enzyme of the hepatic microsomal drug-
metabolizing enzyme system (cytochrome

* * *

P-450), the microsomal marker enzyme (cyto-
chrome B,) as well as the representative
drug-metabolism activities (pentobarbital
side chain hydroxylase and aminopyrine
N-demethylase) were increased in the rat
liver homogenates, Since the liver weight
of the rats treated with HCX was increased
while the SGPT level still maintained in a
normal range, the increase of liver weight
may be the result of increases in the enzymes
and the smooth endoplasmic reticulum,

The above results suggest strongly that
HCX is an inducer of drug-metabolizing
enzymes in rat liver,

KEY WORDS hexachloro-p-xylene; liver

microsomes; enzyme induction; cytochrome
P-450; cytochrome B-5

* * *



