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ESH—IMFFE DL-111-IT
NER K F £ # KLE #HEk

GHHLERKRFELGZER, M)

HBE LHRERA3- Q-ZEFH) -5- G-BEHEEL) -1-Z-1, 2, 4-=%(DL-111-1T)
80 mg/kg FLEAR 44, KRFEXEEE WM, BIFMKA P-450 &R0 BAH 1.5 £ A,
P-450 — LA SRtk K ES., AHH BLEHEENE, UDPGT 4 FHMED W
HEEE 2 EEL, TFMEEP-450 SRHBRRMNEEEPFERTHRB T AGRAHED R
TR TR, %W DL-111-1 T RiFZ—HHFHH SR TR UL WRIHEE T,

*@F HERYS; YR, MREE; P-450; UDPGT; AHH f{bifith, btk

3-(2-ZHFEH)-5-(3-PHEFL-1-5 1, 2, 4-=M:, {@# DL-111-1T, £2EHFERKIE
FEBFoE, FRG—FAE#E A, ERFIREREREL LT, HRRKRIRSE 5~7d, scDL-
111-1 T 8 i 100 mg/kg —&k, HIREE 2 BEAILHERY, FEWHRERET LR & ¥
POEG AN, eI R BEGRYETREDOREN N, BEEIEL A2 RIEEY
SRR, SM AT SERE SIEMNRER A LW, I3 DL-111-1 T poZjEgi% 305
YEET ME R,

# #® B F &

S8 B A P B By PR G Rk T 150~200 g Sprague-Dawley K5 C-57 /hRL, 64
13% 80 mg/kg/d #5h4y ip DL-111-1 T FiiE RS B2 (PB) AR KIFRELE
4d; 20 mg/kg/d 3-FIEMEE (3-MC) FEMUEWESE3d; LAEMEhmsipEx R,
A ERA EW LR, FRE—KBHE 24 hRkEB (B/DPR) ip75 (5% 100) mg/kg
EOLLZHERSKIER, MEALFEHDBERSHELEENE (CERZEER M),
WG EHHALT 5 B, fEXRIFIEZ SRR (LS A sl e ), EaEIHEET 3 R,
BR—REHIREREY, TkBERRETAETE, B H&Irichk, S kkEy
B ER W EE Lowry® 5 i, 4RV FIRESE-Tris ZL0hiEHE # B 2 30 mg/ml B 2 | TF
—30°CTAMAH., FHkhaintas P-450 (P-450) S8, X EP RN PR 4 L
TEME, BESP-450 MAEFEFEATEREBEE MD SA&WAENRE, 3.4-XPFHER
1tEs (AHH) BtiEMUAR RN SR EHRRREEBE (UDPGT) & 1-ZEfnigek
B EHTE WSRO HER G, i, BRABELEYRNEHHIE K
WHES (HPLC) B SREMERRAMA, FUsirRzsiaakbeaEt, bR
#5:20 mmol pH 2.6 BEES-BEEEENIEME (2:1V/V), H4& 8 mmol +4iimiBi (SDS),
Jiid 1.5 ml/min, FHEWEEBRRGEEIASMaE. 7, 8-FEWX DL-111-1 T Hilk# Jg

AT 1986 425 A9 AYH,
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KRBT GAL e AHH I e 88 YR 40 0 1 A0 SR 38 05 7 2 IR S0 1

NADPH iy f SIGMA Qv H], MEEETERATERREY QTART. PRkt HEb
%LFl Pye Unicam 8800 £ JEX: T, Hir MPF-4 383t 7y J6 Y6 B 10 Beckman 327 2 HPLC
BT AHH (6B fn UDPGT B &EHGAIE.,

%

—. DL-111-IT HRBFMEESRECHELEENEFEESER

Tab 1. The influence of pretreatment on monooxygenase activities in
male rat hepatic microsomes*
Rat pretreatment Control PB DL-111-1IT 3-MC
Liver weight (g) 6.6+0.34 8.72:21.03*%* 7.25+1.30 7.1440.69
Microsomal protein (mg/g liver) 11.0+1.70 17.1+2.46%* 13.5+2.12 11.2+2.60
P-4590 (n mol/mg microsomal protein) 1.0230.14 2.81+0.18% 1.59+0.13** 1.30+0.14%
Peak wavelength of "W-450-CO complex 4.497 +£0.30 449.8+0.18 448,3+0.36%%  444.3+0.16%*
(nm)
p-Nitroanisole demethylase activity 0.76+0.14 2.95-£0.47%* 1.45+0.31 1.34+0.21%
(n mol/min/mg microsomal protein)
P-450 metyrapone complex formation 16.6+1.98 135.2+1.99*%* 18.3+0.87 7.30+1.91
(AA/g microsomal protein)
P-450 MI complex formation® 11.5+7.5 135.1+6.7 lower than lower than
(AA/g microsomal protein) control control
AHH activity (% of control value)® 100.3+3.2 lower than 477 +6.5%* 449+108.3**
control

a. Animal number in each experiment is more than 4; Values are X +SD; *p<{0.05 and **p<{0.01;
. The concentration of substrate (tert-butyl p-aminobenzoate) during incubation was 600 umol/l;
c. AHH activity for control group was ¢.096 n mol of 3-OH-3,4-benzopyrene/min/mg microsomal protein

at 37°C.

MK 1w ip DL-111-1 T80 mg/(kg-d) x 4 d kB KRG, IHFELTEH M.
P-450 —H LG A R B K B A, FFRchfk P-450 S RMEMNRA 1.5 FER,
P-450 FINLE] (Metyrapone) XA 4K P-450 M3 F AR TER MI 5 AW REHAE
PRI, SokMIth, APtk AHH f{LigEaiiime 4 . LR HMiE S £ 5 3-MC
#H{l, AMPABAFT PB#iERER.
=, 7, S-REEM KRR EP-450 1L EENEERNEIER

2BV F ik, £ PB4, M4 DL-111-1 T ARGk AHH i{ERERk,
S30m GEAm) 10°mol/L 7,8~ %E, REHEMEETH ., & EHW,BkMA 7, 8-FER
{13 DL-111-1'T Z[Ffikrtk AHH iS4 2 B ER, Bif DL-111-1 T AR &R
AHH {FH#PREK 40.2£10.3% (n=4), ifi PB s BAMAZHM,
=, KBF&Rts UDPGT 4L EFESL

IR R E 9 0.3 8% 0.5 mg/ml F 1 ml ¥Rk 50 mmol BERsEL &2 ki (pH 8.0
% 10 mmol/L MgCl; #1 0.3 mg/ml Triton-100) &, 43FIMA 1 -%% & 600 umol/L S AGHE
2.5 mmol/L, F 37°CF#:% 2 min, i UDPGA 2 mmol/L }:IF441F0F, 10 5 20 min f5imik
EJy1mol =LK 100 pl T ERWIEFWF, F3000xg FEl 5 min AFLEE K, %
& 1-EM RN T REOE 2 Bid Rk 1:3 4, dHE 20 pl fE HPLC, Btk mE
1, fRIEREEUSMrEE R R PR RS A 1- SR RO LS, &R5TF



Fig 1. HPLC tracings of microsomal incuba-
tions for measuring UDPGT activities towards
1-naphthol and morpine. NG: 1-Naphthot
elucuronide; MG: Morphine glucuronide; N:
1-Naphthol; M: Morphine. The mobile phase
was methanol: '20 mmol pH 2.6 KPi (2:1
v/v) containing 8 mmol SDS. The ODS
‘column was run at room temperature. Flow
rate: 1.5 ml/min. Wavelength of UV detecior:
226 nm. Column lengthxI.D. 30 cmx4.6

Tab 2. UDP glucuronosyitransferase activities in male rat

hepatic microsomes (X+SD>

UDPGT activity(% of controlvalue) toward
Rat pretreatment Number of animals
1-Naphthol Morphine

Control* 4 10010 100 +24
FB 3 190 £29.4%* 428 £57.2%*
PB? 6 112:+19.6% 392-100.4%*
DL-111-IT 3 208 £36.4%* 108+36.4
3-MC® 4 221 £ 10%* 132 = 44%

a. Hepatic microsomal UDPGT activities toward l-naphthol and morphine were 16.5+0.16 and 6.4+1.5
n mol/min/mg microsomal protein at 37 °C respectively, *p<0.05;**p-<0.01; b.Refer to reference 8.

#z,

KB ip DL-111-1T 80 mg(kg-d) x 44 5, Mk EHAFHEKY Q-FE) Wik
- AA, WRAILAEIRY (OH) MiEEATEE TR, REHEHTEHE 3-MC
TRALBEEE SRARML, LA PB TR EE K B 3 524 o T GORL (4 48 A Wl Y B FRLTS 4
o NERARECH ZERMEETL

Tab 3. Hexobarbital sleeping time (mirn, X+SD)

Animal pretreatment Control PB DL-111-1T 3-MC
C-57 male mice 33:+£4.9  (5) |13.6+3.6%* (5) |17.4=4.3%* (5) |14.0£3.1** (5)
Male Spraguc-Dawley rat 25.2+5.9 (6) |[not sleep*™ (6) |27.4%7.4 (5 ) |17.9+£4.5 (5)

**5<0.01. Number in ( ) is number of animals.

Mm% 3 HR, PB, 3-MC #1 DL-111-1 T ##E8i B 4550 C-57 /MR A D B LL Z IR H]
B3 Sprague-Dawley KR, S PBRE&sH O B R EMRAT A, DL-111-I T i1 3-MC U}
EE,

W ®
235 SR O8I RO A 25 M RIS R S R AR B AAE LR, Tam=mfi4H DL-
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111-1 T PR A e A (LB fn UDPGT Wi SR EF FRA, O — A X WA £ Y
450191-S 1% WL A G % LA R PB RIZ5EE 1% S, 9o lo (45 2 1AL BE )5 A BUF f0ke
WT-S A E T E SR LG, UDFGT 4 MEmvAt ), 4 6 £ P-450 fb; &
W, DI EIE L R IERRE ] A % 1L 5 PB BAL B B AAIOVECER O BRI Ll R
e LA K DIIX 03 35 3 278, AR SCiBIE s DL-111-1 T 1 3-MC 41 2B L R BEIR I [RIBE 2)
R A A RS P A

P-450 HULHI% AT 0 PR A BCREM AL -, JPE R4 P-450 5
ULRR S A AR Y, B BUA P-450 HUkA 2 Aty Ak RGO A X ox i BRI, 0 &
MR B HEOY . i, SO RIS A Y s> TRKKR 63.5, # il
AL, PB AL DL-111-1 T #41 A GUIF e b fig 55 AT LER 25 & Yol i B 4 300 23,9,
70 F116.9%,

P-450 MI 544 B M & — 2V AR, RTHTESR B P-450 W HRGLIRAVIL IR & ¥,
AR R E PR T BRIV E TR 2 -0 FoCEIBE, XA AR T
S5k B 2 60 pmol/L B, PB i JUaE IF ikth P-450 W £945 32,5 % i ik RE AL L MI 8 & 47,
AR BARIZ K Y B E 600 pmol /L _FRF orLb LG 7420487, XiFAL th PBIE
SHL N P-450 F B 5w SR K R T T TR I SRR D B BU S, REA X
JO7 PRI S S P A TR M A e e L JFE SO (53 10 (357644, 1B 3-MC 0 DL-111-1T 41
RENTRRL K P-450 T 58 M1 25 & ¥ 188 Jy AR T B4,

25 Bprk, DL-111-1T s & — M2 5 Rl oy (CIHER A Txl, EEsits 5 M %
AF e e iy P-448, BT P-448 TEMBUE M R NEIE D ER, ALEXNZENADERN
g EREREL ST, Uiz RatEiFM R EE SR K.

B AT ARDEB SRR RS ST, Lerner £EMiA T DL-111-1T, Franklin R & T
HH RS, UDPGA, FUTMLIRSIL 25 . R iR L BARA A XfE THIE,
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A NEW POLYCYCLIC ARYLHYDROCARBON TYPE INDU-
CER OF DRUG METABOLIZING ENZYMES——THE CONTRA-
GESTATIONAL AGENT DL-111-iT

LIU Zhi-Qiang, CAI Youg, JIAO Jian, CHEN Yi-Ting and LIN Zhi-Ying
(Schonl of Pharmacy, Zhejicng Medical University, Hangzhou)

ABSTRACT Following pretreatment of adult male rats with contragesta-
tional agent  3-(2-ethylphenyl)-5-(3-methoxyphenyl) -1H-1, 2, 4-triazol = (DL-111
-IT) 80mg/kg/d for 4 consecutive days, the liver weight of the animals and
the ability of its reduced hepatic cytochrome P-450 to form complex with metyra-
pone or the metabolic intermadiate (MI) of tert-butyl p-aminobenzoate remained
unchanged or declined. In contrast, the hepatic cytochrome P-450 increased to 1.5
fold of control value. The absorption peak of reduced cytochrome P-450-CC binding
spectrum was hypsochromicly shifted, and the microsomal AHH activity as well
as the UDP Glucuronosyltransferase activity toward l-naphthol were significantly
enhanced. According to these observations, DL-111-1T may be considered a new
polycyclic aromatic hydrocarbon type inducer of the drug metabolizing enzymes.

Key words Contra gestational agent; Drug metabolism; Cytochrome P-450;
UDPGT; AHH activity; Microsome





