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DL~111-1 T3l iR AFRE R A EFEZARR & Th
BE LB AR R EIRS
AE®E KEE B OB 4NE

FIERKELER, fHMa10006)

#E L FEZL 3-(2-ethylphenyl)-5-(3-methoxyphenyl)-1H-1,2, 4-triazole(DL
~111-1T) 20 mg/(kg.d) FULE @ AR 2d, EFEZHAER A MFO 5 UDPGT %55
FES, HBEBBENLIAFEE, 0.1 umol/L DL-111-1T 5 A% FL 44/ E 24 b,
THEARN AHH EHESHME 3.6 AG, HESRA=ET PB, B 3-MC W1/2£%,

B DL-111-1T X A% FL 4k BT P-448 1y MFO 2EMHEEENEE M ES £ H.
UDS RE MIEH DL-111-1T A8 LT,

XIS MEEEP-450; KZRTRK, EEF DNAGHK (UDS) ; 3-(2-ZEXEH)-5

-(3-FEHERX)-1H-1,2,4-=W%

MO E T R & A DL-111-1T (3-(2-ethylpheny!)~5-(3—-methoxyphenyl)
1H-1,2,4-triazole] X & Sprague-Dawley KEIFHBAIES T #8 & L B8 (MFO) #
REBIME AT RRELBE (UDPGT) MERFRBESERN. LTES ¥ £ KK
LERTHEZE, FUHRT DL-111-1T 3 LR EIFHOB A2 97488 B 7% 5 A9 BLSCRIR a8 %
B, VRS ANEEAMR FL RPHRBAE AHH 8BS EME, BRN DL-111-1T %
L TER PR A R e (R

B 5 F &

YN Sprague-Dawley QKR 153+ 17g, MAKEY B B, Bl ip DL-111-1T
KPR 20, 40 80 mg/kg.d #E4d, Rip20mg/kg.d ELL 1, 2M4d W40 B K
M, ip MEERMMYKRBAESANE, ip ¥ELZH (PB) 80mg/ (kg.d) X 4d, MR
ip 3-HEHEE (3-MC) 20mg/ (kg.d)x3d KEMEMEXE. WY@k N, F
RREHR 24 h KRR ip FEBKR 50 mg/ky, WEALEHYWHIERFEE T 4 8
B, SAFYARLT 5 A, KEFMEGL MFO M UDPGT #4biG MM, S45
MARLTF 3R, RRAHEER 24 b BRREKAIE, BKE NS TG FF RS0 5
RO, OB AR A YN EARRE. SRAEP-1450 (P-450) &8, XMEX PR
R IE . EIRA P-450-Metyrapone (RILE) &4W4E S B . AHHE®R. &

FXT198846 H2B W Fo
EREARSES RINRE
AR LERREREEBETE
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NEBAT FL RHRVORE AT B B ER AT RE, LR AEREERER.,
BTN R, RANE SRR, THAR (WG % EH 10/ml) ERKSLE, F
M, FHBSS EikE, MASARKERRES A KERE, 37°C THREESF
24 h, JA HBSS BREHRESHFEFAM, HMmMA 0.02% EDTA,37°C TiHL 15 min,
FE LARGRBERR, BRERALVE pH 7.4 TrissHCl B BB A BEREB LUK A
B, % Lowry & HEMENBARBBRNEARSE, LHEMRBRNBRE LRRBH
BEEARKEN 1~2mg/ml, % Atlas FO & E K AHH FH.

DL-111-1T & AF| Lerner MM, NADP. NADPH. E 3 % (a). 3-MCH
UDPGA %W 4 Sigma AF); -2EXPHHEEAMZIBE REE MR PHRER
Aldrich =f; Eagle R MEM BHEWE BA B KB Z#%RKX S,

JFE OB A BV W B R YU SE J Pye Unicam 8800 A3 06J6HEH:, H o MPF-4 540
¥ B fl Beckman 327 B HPLC {43 BT AHH M UDPGT #ALTEENE.

g R
. bL-111- 1Tﬁ$kHMFOH‘Jiﬁ?¥ﬁi§-§ ip DL-111-1T 80 mg/(kg.d) x4 d 41.
PB A/ 3-MC A KRBT HRA P-450 £ 8. FEBHRRERRF, & FE & P-450-F0f
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Fig 1. Induction of MFO activities in rat hepatic microsomes by DL~111-1T, PB and 3-MC,
**x p<0.01; * p<0.05. Control value for @ rats: P-450=0.8110.11 nmol/mg microsomal protein;
Hexobarbital sleeping time=3.5+5 min; Metyrapone binding=4.3+1.3 A A/g microsomal protein;
AHH activity was expressed as relative fluorescence strength (fluorospectrophotometer for costrol was

48.3410.5).Values are expressed as X+5SD,
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ipDL-111-1T 80 mg/kg.d BB QKB 4d i, 5 3-MC W B EHE, WK
WO EERIEIRA H. D RREA P-450- Pt AW ERBH LR ¥ &k, W AHHIE
HHBEEES., FPREBEEHFASHEN PBRARENERVERR, B DL-111-1T % ¢
KRMBREARFRAUNABESER, RERSHs KR FERZRHE,
=. DL-1111T FSFRN 4 MFO 70 UDPGT E#H RN A XR

AFER & DL-111-1T B R REE, I HORARR P-450 & BT AR PRk
HEWEE. AHH B, UDPGT ZAWHER 1-28@MINEES. LIRE ] & P-450-CO%
AYRBIEE K FHERTITER L.

Tab 1. Induction of hepatic Microsomal MFO and UDPGT by DL-111-1T
(different dosexd) in female rats (X = SD)

Pretreatment p-Nitroanisole AHH UDPGT activity towards) Peak wavelength
with DL-111-1T P-450
mg/(kg.d) Xd demethylase activity Morphine 1-naphthol of P-450-CO
| % of control value
Vehicle X 4 100414 100+47 100£22 100+1  100%30 448.9+0.06
80 X 4 11754821 % % 314+62% % 237T+H40% * 10142 117+70% % | 448.1£0.21% *
40 X 4 E 143 £14% % 237TH48% %  239k34% % 101+1 117+50% % | 448.2+0.30% %
20 X 4 16527 % 222+48% % 219+441% % 102+4 1204190 448.0+0.30% *
20 X 2 143+£14% % 269460% %  153£30% % 101+1 110+50% 448.210.39%
20 X 1 112418 169+58 129+18 102+3 108+60 448.34+0.33%

**p<0.01,*P<<0.05. Control value for @ rats: P~450 and AHH activity refer to Fig 1; p-nitroani-
sole demethylase activity=0.44+0.12 nmol/min-mg microsomal protein; UDPGT activities were expre~

ssed as relative peak height in HPLC traces.

ME AR, DL-111-1T B FHE R HE S KRIFHEA& UDPGT B4 ¥ H & K
WS, HERERP-450-CO A A YRE%ERHBERE, BRIE ¥ DL-111-1T % ¢
ABRIFEMFO X UDPGT EZHFRUESIEM. M ip M X 4d WRENERESH
SHEH, Bip20mg/ (kg.d) X 1d @5, HAFRRNE. FRBLGEX AKX RFR
Bifk P-450 5B, XAEEPRAEPREEM AHH B4, MR UDPGT &4 -ZE®MIEEH
BWEBEEMS. ip20mg/ (kg.d) X 4d 4 UDPGT 4 I-ZEMWEHN SR 4 H 1k
0.05<.p<0.10, HEHEWEEZRREZRZFIYA A 2 R 8 K, Hip 20mg/ (kg.d)
X2 d REEEZET S, WENESHNEREE, B AHH BHENE LA BH(P<0.05)
5b, HEBIBRAEE BEEEL, Bip20mg/ (kg.d) X2d DL-111-1T BRI 2 KR
FFBE MFO 5 UDPGT %3 aAiES.
=. DL-M-1T X AFEMFL 8188 AHH B %%

1pmol/L 3-MC FIARFHE DL-111-1T % FL 4ils AHH FH:MHESERLE 2,

F2HIEEW, DL-111-1T WREER 0.1 pmol/LES. HiBESERER (UM EMLEHE
Bf, 4008 AHH BT, XRFRBHRE DL-111-1T ¥R THABREREKEFTS) , o6
FL 418 AHH W#% 9% 3.5 AL, B0 3-MC K—2¥, FEEWH FL 418 AHH
BHEHEFHERA o HF.
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Tab 2. Induction of AHH activity in human amnion FL cell by DL-111-1T

Type ofinducer Concentration of inducer AHH activity
(pmol/L) fmol/min-mg protein
None 148(141~155)*
DL-111-1T 0.001 358
0.01 482(506~458)
0.1 663(694~632)
1 581(599~563)
10 485(511~459)
00 211
3-MC 1 1,446(1,410~1,482)

*X(range of two measurements).

W i

ERBAERHREE (BUE) HERREFTES, BFIIDNA A R (UDS) RE&
¥, B—ANW. ALEMENENTE. UDSRKREBASL T, ¥AAMERARERERR
R4, UM UDS RBRLGREHRET AELERELR.

HERREAERTEGA L EARA—AEE FL 41, W RE UES KB EER
BRAEDEK B FL 21l AHH BREERERIBSFERMBIKR, HEFLA BB RN
UDS R P A MR &, B FL #AEUDS RBRT, BN AHH BEES, LRCD
EH, BFLARSZA SR H SNLRE 240, BHAHHESRREE S RHE, I
FL ZI@EA Ak UDS RBFP A RERRR. R, Nl UDS RELERB—H K B #
BysEs (3u8) %, FRNSHFERABESNAGLREREEE, BIBRKER,
EAWH LK. AGRBRBERNS T RBAEE S SRS,

ACERER, AEEFL ARTHRRAEGMESN 0% S 4% WPBXY A F
B FL 4108 AHH BB S8 008 3-MC §1/6 Z4D, W-DL-111~-1T X FL 4 i
AHH EHHBESHBI R -MC —3%, BN PB K3 HF, AMHEY DL-111-1T @ AEB
FL S R8T P-448 | AHH B ESBRENSHFRBHEFEM. B DL-111-1T 3 FL
MEE UDS RBJE, %5 (BIENE 3, BAREFAME) £W, DL-11111T AH5F&
%% FL 4ij40 UDS, # DL-111-1T A& UDS B s e (S8UF) tr i
YETR B IS4 iy P-448 B,

R DL-111-1T B FR&SHELX UDS, %F KR ip 20mg/ (kg.d) DL-111-1TX
24 J5, HIFHMFO BHOEEEEBAIWHIERAKYE, Hif DL-111-1T XA £ K
FL Ml AHH B OAWBHESER, WERRBAEEBLTERENHYR DA
H.
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Tad 3. Unscheduled 3H-Tdr incorporation in the acid-insoluble fraction of 1*C-Tdr-prela-
belled and synchronized B-NF induced human amnion FL cell exposed to DL-111-1T,
B(a)P,MNNG and vehicle (DMSO)

Concentration Relative SH/14Ca
(mol/L) DL-111-1T B(a)P MNNG
9 1.00+0.04 1.0040.04 1.000.04
1079 1.09+0.07
1078 1.0210.02
10°7 1.10+0.04
1078 1.00+0.03
10-3 0.92+0.01 1.63+0.38* 2.60%0.38**
10~4 1.73+0.49*

a. £XSD, * p<0.05, ** p<0.01, n>3
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SELECTIVE INDUCING ABILITY OF DL-111-1T TOWARDS
MIXED FUNCTION OXIDASE IN FEMALE RAT LJVER AND

HUMAN AMNION FLUID CELL

ZQ Liu, ZY Lin, L Sun and YN Yu
(School of Pharmacy, Zhejiang Medical University, Hangzhou 310006)

ABSTRACT Following pretreatment of adult female rats with contrage—
stational agent 3-(2-ethylphenyl)-5-(3~methoxyphenyl)-1H-1,2,4~triazol(DL
111-1T) 20 mg/kg.d for 2 consecutive days, the hepatic microsomal MFO
and UDPGT activities were induced to a constant level,being characteristic
of arylhydrocarbon type of induction. Coincubation of human amnion FL
cell with 0.1 pmol/L of DL-111-1T for 24 h produced a 4.5~fold induction
of AHH activity of the cell. This inducing ability was 3 times that of PB,
but 1/2 that of 3-MC. According to these observations, DL~111-1T may also
be considered as a polycyclic arylhydrocarbon type inducer toward human
amnion FL cell's MFO which contains mainly of cytochrome P-448. UDS
test showed that DL-111~1T itself could not induce UDS of FL cell.

Kcy words Cytochrome P—450; Mutagenic tests; Unscheduled DNA synthesis
(UDS): 3-(2-Ethylphenyl)-5~(3-methoxyphenyl)-1H-1,2,4~triazol





