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Abstract: Diethylstilbestrol and-its metabolite dienestrol in/Ctenopharynodon idellus by oral administration were investigated in their
tissue distribution and pharmacokinetics, -and they were quantified by UPLC-MS. Diethy ktilbestrol concentrations-versus-time was well
described by a two-department open model with first-order absorption. For example, after single oral of 1.0 mg/kg (b.w.) diethyIstilbestrol, the
highest concentration of it was detected in liver, followed by muscle and plasma. The average elimination speed was 12.02 /(L h), 1.33
Lo/(kgh) and 3.59 po/(kg h), respectively, forplasma, muscle and liver. No diethylstilbestrol was detected after oral administration of 10 h, 192
h and 168 h. The variaion of dienestrol concentrations in plasma, muscle and liver of Ctenopharynodon idellus was similar to tha of
diethy kstilbestrol, which was increased first and then decreased. Concentrations of dienestrol in plasma, muscle and liver reached the peak after
oral administration of 1 h, 6 h and 6 h, and no detection after 8 h, 168 h and 144 h. The relevant pharmacokinetic parameters of diethy Istilbestrol
were calculated by using DAS 2.0. Taking the concentration of 1.0 mg/kg b.w. diethy kstilbestrol as example, it was indicated that area under
concentration-time curve (AUC) differed greatly and the tissues had different accumulation capability. The overall clearance rate was 1434
L/(h kg), 0.126 L/(hkg) and 0.099 L/(h kg), indicating diethylstilbestrol was widely distributed and fast eliminated in tissue. It was
recommended the eliminated period should be 6 d, 8 d and 10 d. The concentrations versus time curve of diethyIstilbestrol provided useful
information for studying decontamination of Ctenopharynodon idellus that was contaminated by diethylstilbestrol.
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(N-EVAP™112), Organomation Associates; f#fLiE
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13 HBRIERHEF

BRI I #E AR, 48 30 g~40 g, WRIGHT RS A TC
O MY B AR A XU My, RIG AT 7% 3 d, R
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Fig.1 Content of diethyistilbestroland its metabolite Dienestrol
in plasma
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Fig.2 Content of diethylstilbestrol and its metabolite Dienestrol
in muscle
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Fig.3 Content of diethylstilbestrol and its metabolite Dienestrol
inliver
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TE R IR BAE 257 BE R, tuop SBRHT IR/ RS 35
£ 1.0 mg/kg b.w. F1 10.0 mg/kg bw. i FELH., tinp AHZEAS

Ko

x1 ChHEMAESSMR. NAFMFETHANREHNFEEHR

Table 1 Pharmacokinetic parameters of diethylstilbestrol in plasma, muscle and liver of Ctenopharynodon idellus

Py Coes ti2a tizp Ka Tg AUC(0-t) Cmax Tmax CL/F
Imgkg  /h /h amy h Muikgh)] ke  h o U kg)]
0.1 0.904 5326 0983 0 46.025 14.6 1 1.832
&% 1.0 3453 263923 3068 0 514.9 108.2 1 1.434
100 1517 228040 1588 0  6257.594 1679 1 1.358
0.1 2866 22648 0268 0  280.363 26.9 6 1.315
LA 1.0 2555 779227 0315 0  5897.241 247.8 6 0.126
100 2583 259922 0317 0 56991222 2228 6 0163
0.1 1467 8861 2125 0  1299.991 72.1 6 0.077
FFRE 1.0 5867 5867 0229 0 10103.653  582.2 6 0.099
10.0 4.98 535 0281 0 97938616 | 6363 6 0.102

VE: tipe: THRUEENG9RBAE F R tinp: THMEENGY AR ARF B, Ka: THMER —ZIOMGRE F4; Tag: BF; AUC:
TR R - A AT @ AR, Cmax: DAREHEE, ¥ &AM THIERS 2R KM, Tmax: F &k THIERS 24X B R KA

#yuia] ;. CL/F: 3 & 4R/ M il SR AR £,
2.5.2 T HaWEBy K F-BF 1A d & T @ AR

AUC ()R BE- I Rt 26 R AR 15 20
MEMY EN B AR N 2GR )2 /D, Rl & ORI 7 5L
AR NS HE S E R ER B S DL OIREZ A
4T 1.0 mg/kg bw. CAEMERY J9fel, 1K LA AR
H AUC H /= B AR A HFE(10103.653 g/(kg H))>
LA (5897.2141g/(kg h)) >1fi%% (514.9 o/l h));
B Won e . WLRATFE AUC B A 2485, i
JUE T U Ty P A e 240 A2 PRI R A B 1) 2 i AT S
W WSCEER) 20 % , 156 B O ) ER 1) B5AR e IR 2394
[F A R ZE 0 o
253 EARFLE

CL/F (AR, AL ] 4 B &40 2RV
BRAH 4T 2D AR Fr & M OEHER) 5 tinp #2
1l B U Y PR & ZH AU R DU R AR, DA R
FEZGRIZS T 1.0 molkg b.w. CUGEMER A G, M. DLA
FURTHER CL/F (EHUK N 1434 L/(h %g)-0.126 L/(h kg)
A10.009 L/(hkg), 7i 0.1 mg/kg b.w.F110.0 mg/kg b.w.
WREZH CUF A S 1.0 mgkg bw.—3. LA
BAE IR, Ul IR MER ER AR N AT, TH R
B CIRMERISHIS R AR T H 2 ik
o [H] A F
2.5.4 T HMEEY £ TNB) ML 897 'R

YO RREZ fa, FEA IR WA A O
Ty BE T K, IR Cmax J&, o sHgiln K %,
T8 RBE 2451 3 MIRFE SRR, MR rh T ARE IR
S AIFE 8 hy 10 h F1 10 h 5 FREBATHIRLAT ;s WA
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i CUgME AR B 43 0I7E 20 hy 168 h 1168 h F[% T
90%UA b JFRAE Hr CUMGME AR 5 43 ITE 48 hy 48 h il
24 1 )5 FEE T 90% LA Ly (EfVERAR, FREdEE
WO IREE 205, CUJARMMERTE — 5 BT A AT AT B K
w4y, FTFHI [R1ET, 350 B TR F R ) P S5090 e %
B B FEARER o5 ZAE PR 545 T FH ) ik
J: G0fE 1.0 mg/kg bw. A1 10.0 mg/kg bw.ikfE4H, ©
95 METYCE FFFAR 3 Bk 90%EL WLPAI R BT RS TR, (H
R FE B 2 Aoy PR DAR LRI IS Tl
255 R#magHER

XU BERR R AR, 053 AR SHOGEAE
PR, PRSI A A S A 7 VR il it 40
(11250 CLIF, ]38 B M 7 e A P S R 11
Hefg, 7F 0.1 mg/kg bw.. 1.0 mg/kg b.w. 1 10.0 mg/kg
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