108 #5244 Acta Pharmaceutica Sinica 1995,30(6) = 408~1411

#5104 (DL- 111D FEE R s 5 R Fh

BX%®E N & FTIMH EHsmr FHELr FARE-
ATTLER KEER, HM 310030

WE AR v $74ME 20% cremophor EL A FEEKHE 25, 12.5 K 6.3 mg - kg 'IE . K
P HPLC B RE R 255 24 b PSR [) s gy ML 25 R B S4B & % I 2 vk — ﬂ#lﬂﬁiﬁm%%%,iﬂ
B ocmgeah M Al BT, e 0B 0.38h, 0,200 J% 0.36 h; T, B4 % 6.60h, 10.2h % 10. 1
hs 1(CY N4 5.30, 1.26 F1 1. 48 L« kg ', A3 B im FLZ0E 3% MWL 50,25 #1112, 5 mg « kg ' 3 Fim &
G R LR, SRR E - -HHEEUSHE. NE - FE NERE. K 30k
0.98h, 1.03h Jx 1.45h; Ke 3 0.42h, 0.37 h 2 0.59 h; T\,,he % 1.66 h, J.90 h J& 1. 16 h;
T(peak)¥ 1.52h, 1.57 h 2 1.09 h,

iR PUA; BRI E; EBOMAaTE

2 M (contragestazol, fRiFR DL-111-1T) R JE 8 R4 5240 &4 . IE Galliani B H R
FEARE R ER S ERGEZIL Y TE R BIE NGB 10, Galliani 458 48
CU-DL-111-1T ZEMMR NSRS, B TR G A TEEAK, TR R AT &3
BE NG B DS R L AR . H R ETR S BT AR R
sy M v K im JE S B IR S L2 MR B, R B H AR N S5

# H

HE WM, ARG TES N PR AR R ILHBLERCI R £/, 15
940311, Cremophor EL % sigma 72§, 2 MR L X .

{XE8 FA i LC-6A HPLC {4, BU A & it RF-535 % Yok i 3% , 2 Mk fC 3% VD 35 i F0
&y Ht CR-4A ¥RV,

Bt AR % (Macaca mudalta) 1K 5~7 kg, BERER 2R, ERITEREARKEE
O fR AL,

B oA & R

mAEPRBEHERAEE RN E
3% 0 E S B8 A I HPLC F 8 AR LK e 25 & B HEHE RS 15em

ASCF 1994 4 10 B 5 HlH].

THEERIEARKREERTOC

* v ACRE R e N A

A 1994 4F 8 HAESBMR S HAY R RoRB R EHE



#i¥43R Acta Pharmaceutica Sinica 1995;30(6) : 408~411 409

X 6. 30 mm(id) , SHIM-PACK CLC-ODS 43 #rA: (S /A 4 4); 50 mm X 4 mm(id), HIE
YWG-CsHyr (9~11 pm) CREBEF P AL WY FEES 28 mmol pH 7. 1 BEBREWH
60 : 40(v/v), BN 0. 2% Z Z B (v/2), FE 1 mi » min~', IR M (=250 nm, Iem=336
nm), ZFEiSmk BN 75~97%, H N HE RSD H/NF 5% . B H R Y FEFIR
HEHLZM 2 ng(S/N>3),
MFRER RSN

WREDL AL 6 4,4 3 R 245iv )9 25, 12.5 1 6. 30 mg « kg™'; im Ff| B2 H K 50,25
F112.5mg * kg™, FH 20% cremophor EL 4= FEEL K iv®, FMHIZHECH] 100 mg » m1— 'L
RESR EL S AR # KL 50 ml, HFRIIE. REMAEEEK 2 m, HE
2.50ml, BF 10ml HEB.LEP, E 240 L E, 4000 r « min~' B0 15 min, K
0. 50 ml K, A U1k HPLC 7ol {b Xm0 @ M 25 ¥k B . %46k [0 25 K B — i) 1) ity 48 L Al
1~3, sz@ﬁk?ﬁﬂoi l’i 2,

Tab 1 Pharmacokinetic parameters of DL-111-IT in rhesus monkeys
im 50, 26 and 12. 5 mg « kg™*!"

Dose(mg * kg~ 1) Ka(h—1) Ty2Ka(h) Ke(h—1) T12KeCh)
50 0. 984 0. 06 0.71+0. 04 0.42+0.04 1.6640.15
25 1.0340. 15 0.68+0.10 0.3740.086 1.90+0. 34
12.5 1. 45%0. 61 0.53+0.19 0.60+0. 02 1.1640. 04

A(ug * mi—1) V{ec)/F(L » kg—1) T(peak) (h) C(max) (ug *» ml—1)
50 3.721+0.82 24. 461 6. 07 1.5240.11 1.13+0. 29
25 3.471+0.88 11.95+3. 39 1.57+0. 22 1.25+0. 41
12.5 2.05+0.11 12. 001+ 4. 07 1.0910. 24 0.6140.28
CI/F(s)(L - kg~ +h~!') AUC(ug+h~!>ml~")
50 8.44+1.13 4.86+1.32
25 4.6011.98 5.611+1.65
12.5 7.84+1.86 1.744+0.88

“Tea seed oil vehicle containing 15% benzyl benzoate

Tab 2 Pharmacokinetic parameters of DL-111-IT in rhesus monkeys
after iv 26, 12. 5and 6.3 mg - kg™'"

Dose(mg * kg~ 1) A(ug » mi-!) a(h-1) B(ug * mi—!) B(h—1)
25 10. 29+8. 51 1.83+0.10 0. 40+0. 02 0.144+0.09
12.5 7.0144.04 4.714+3.09 0.13+0.08 0.08+40. 04
6.3 8.93+8.13 3.69+3. 48 0.1040. 02 0.09+10. 02
T12a(h) T1/28(h) AUC(ug » h~! » ml—1) V(c)(L » kg~ 1)
25 0. 384-0. 02 6.63+3.31 9.54+7.12 5.30+3. 40
12. 8 0.1940.12 10, 1745. 89 3.94+0.89 1.26+1.03
6.3 0.36+0. 24 10.11+6. 34 3.7510.98 1.481+0.99
Kz Ka K Ci(s)(L - kg~1 «h~1)
25 0. 41+0. 36 0.71+£0.70 0.84+0.57 1.5541. 35
12.5 2.81+2. 67 0.23+0.15 1.754+0. 86 1.65+0. 35
6.3 0.8740.75 0.1340. 04 2.47+2.11 1.75+0. 40

* Aquoous vehicle cosisting of 209 cfemophor EL in saline
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Fig 1 Blood concentration-time curve of DL-

111-IT after iv 25(a,n=3), 12.5(b,n=3),

Fig 2 Blood concentration-time curve of DL-

111-IT in monkeys after im 50 mg -« kg™!
6. 3(c,n=23) mg » kg~! in monkeys. (n=3).
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Fig 3 Blood concentration-time curve of DL-111-IT after
im 25(a,n=3), 12.5(b,n=3) mg - kg~ ' in monkeys.
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P Zeme il 0 fE AR im S OBCBR , 7R 1~ 1.5 h KBS IE, 1~4 h S L PR ERA S MK
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PHARMACOKINETICS OF CONTRAGESTAZOL (DL-111-IT),
A NEW NON-STEROID ANTIFERTILITY AGENT IN MONKEYS

WY Luo, Y Ying, ZX Li, CM Fan, JH Zhou and XC Fang
(Zkhe jiang Medical University, Hungzhou 310031)

ABSTRACT The pharmacokinetics of contragestazol, an early pregnancy temperating agent
[3- (2-ethylphenyl)-5- (3-methoxyphenyl)-1H-1,2, 4-triazole, DL-111-IT] was studied in Rhesus
monkey. The blood concentration of DL-111-IT was determined by coupled column system HPLC
method. Using an aqueous vehicle (20% cremophor EL in saline) DL- 111- IT was injected
intravenously to monkeys at doses of 25, 12.5 and 6. 3 mg « kg™'. Blood drug concentration were
measured. Using a programmable calculator the calculated pharmacokinetic parameters were as
follows: o 1.83h™!, 4.71h~'and 3.61 h~!; B 0.15h™", 0.08 h='and 0. 09 h™'; T,/.B 6. 63
h, 10.2 h and 10.1 h; AUC 9.54 pg « h™'s mi=!, 3.94 pg « h™'e mi~! and 3.75
pug e h=temlt,

An oil solution of DL-111-1IT was injected intramuscularly in monkeys at doses of 50, 25 and
12.5 mg « kg~*. Its blood concentrations were determined at 0. 08, 0. 25, 0.5, 0.75, 1, 1.5, 2,
4, 8, 12 and 24 h after administration. From the time »s concentration curve, the pharmacokinetic
parameters obtained were as follows; Ka 0.98 h=!, 1.03h 'and 1.45h™'; Ke 0.42 h™*, 0. 37
h~'and 0. 60 h='; T,/,Ke 1.66 h, 1.90 h and 1. 16 h; T(peak) 1.52 h, 1.57 h and 1. 09 h;
AUC4.86ugeh~teml~!, 5.6lpgeh ™ oml~tand 1.74 ug+h™ ' e mi~ L
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