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HR.C (2 mg/ kg) (1,24 mg ko)
Lichropher Gg - (10 90), 1.0 min, 30 UV 254 nm
(2 mg kg) , e 1.5h 2.5, Coe 1716.6 817.2 ng/ nL ,AUC 4 606. 2
3739.6 ng-h/ ity 264h 270h, 2h 1h
307.7 320.9 ng/ 50 mg 3 ,  AUC
R969. 1 A 1000 - 5048(2005) 04 - 0342 - 04
) UV 254 nm; 20U L
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, , 200 250 g
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(3] HR.C 240 : 4
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, ) 2 my kg

, 0.51.0,1.5,2.0,2.5,
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1
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, 24h 8%NaS , 2cmx2cm,
:0.5%,1.0%,2. 0 %; :021102; 1,2,4 ng/ kg
99.8 %, , 0.5,1.0,1.5,
HA.C 20,2.5,3.0,4.0,6.0,8.0,12.0 h ,
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5min 2.4, 40 c=0.0120 1A +12.250,r =0.999 1
, 100U L 2.3
: 3
, , “ 15 (1.6,0.4,0.1ug/ L)
(91.3 + 2.74) %, (91.9 £ 5.29) %, (86.7 *
1.6 HRC 4.65) %
[4.5] ; 3
(1.6,0.4,0. 1y g/ L) RD
1.6.1 (%) 3.02,6.01 ,6.46; RD (%)
1m, 3.04 .,4.02,7.22
, 0.04,0.1,0.2,0.4,0.8,1.6,
3.2ug/ nm “ 1LYy , 3 (0.4,0.2,0.1pg/nl)
, (88.2+4.79) %,(88.0+5.33) %,(89.9
: +4.43) %
1nm, ,
0.04,0.1,0.2,0.4,0.8u ¢/ nL 3 (0.4,0.2,0.1pg )
“ 15" ; RID( %) 5.66,6.47 ,5.87; RD (%)
) 5.13,5.62,9.19
1.6.2 2.4
1nm, , 2 my/ kg ,
0.1,0.4,1.6pg “1.5" 1 1,
, 4
Tab.1 Drug concentration in serum and thyroid tissue ter ig adminigra
tion of thiamemle in rats(2 my/ kg) (x+ s, n=6)
1nL, t Serum Thyroid tissue
, 0.10.2,0.4 (h) (ng/m) (ng/ 50 mg)
ug i “« 15 ' 0.5 1019. 6 +189. 3 144.5+17.8
1.0 1509. 6 + 350. 8 283.1+£39.1
1.5 1716. 6 +500. 3 290.2+32.7
L7 2.0 685.9+185.8 307.7+49.6
Crax tmex AUC 2.5 569. 1 +145. 3 248.3+37.7
) 3.0 474.0+129.9 229.0+30.2
4.0 388.1+72.6 179.5+29.5
2 6.0 226.0+43.5 184.1+6.04
2.1 8.0 123.5+19.9 153.3+13.8
0.04 3.2ug 12.0 47.8+6.3 89.6+16.3
, , ‘c= 2.5
0.0132 1A +1.504 3,r=0.999 9
0.04 0.8ug 3
- 2 1
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Tab.2 Drug concentration in serum &ter transdermd adminigraion of
thiamezole in rat (ng/ L) (x+ s, n=6)

t Dose (my/ kg)
(h) 1 2 4
0.5 45.9+6.7 68.4+19.4 164.2+44.4
1.0 80.2+25.2 135.8+35.1 223.7+40.9
1.5 111.7+24.1 205.3+62.5 348.6+95.8
2.0 186.9£40. 2 281.7+87.5 511.9+£177.8
2.5 493.7+129.0 817.2+208.2 1300.7+£397.1
3.0 374.4+82.6 670.4+£205.3 1157.9+221.9
4.0 321.1+62.2 571.2+139.9 953.8+£224.6
6.0 220.1+66.8 423.0+109. 2 755.6+£153.9
8.0 128.2+42.4 207.6+78.9 410.0+102.2
12.0 47.0+7.3 78.5+24.2 128.9+£25.6
2500
2 000
2 1500
% 1000
T
500
0 ,
15
— —ord (2 my/ kg) ; —= —Thyroid (1 my/ kg) ; — ——Thyroid

(2 my kg) ; — —Thyroid (4 Mg/ kg)
Fig 1 Mean serum drug concentration of thiamemle dter ig or transdermel

adminigration of thiamezole in rats( n=6)

Tab. 3 Drug concertration in thyroid tissues dter transdermal adminigrar
tion of thiamezole in rat (ng/ 50 ng) (_xi s,n=3)

t Dose (my/ kg)

(h) 1 2 4

0.5 144.4+43.6 268.4+43.47 " " 327.7+23.5
1.0 223.8+52.4 320.9+34.0" 621.7 +£51.0
15 201.1+24.3 289.8+52.3" 499.7+101.0
2.0 196.0+18.5 281.1+42.9° 418.9+86.2
2.5 182.6+14.3 217.5+23.2° 350.5+75.1
3.0 168.3+6.6 250.1+44.0 " 401.7+63.5
4.0 148.6+15.4 232.7+63.5" 382.9+64.4
6.0 123.7+7.4 201.4+26.7" 312.0+33.1
8.0 110.0%8.2 178.3+39.3 " 246.4+11. 4
12.0 81.8+15.1 122.7+23.7" " 207.6 +20.6

"P>0.05,  "P<0.05,"

3

"P<0.01 word gow

,Cmax  AUC
Cmax AUC

,  AUC

Cn'gx )

Tab.4 Pharmeookinetic parameters of thiamezole eter ig or transderma

adminigration of thiamezole in rats

Transdermal ki
Parameter Ord (2 my/ kg) L (g kg)
1 2 4
tyo(min) 2.64 2.84 2.70 2.67
Crrac(ngy/ 1TL) 1716.6 493.7 817.2 1300.7
trex (D) 15 2.5 2.5 2.5
AUCq(ng- h/ nL) 4606. 2 2140.5 3739.6 6572.7
AUCq o (ng- h/ ) 4732.3 2274.0 3951.8 6916.4
[1] (Liu YO , (Qin MX) , (Wang W) ,
[31. (Tianjin Pharm) ,1996,8(3) :
21 - 23.
[2] (Chen XQ) , Jin YY), (Tang G .
[M]. 15 ,2003. 622.
[3] (Zheo WD) . [J1.
(Chin J Hosp Pharm) ,1997 ,17(11) :502 -
503.
(4] @y.
[J]. (Chin'J Pharm Anal) ,1990,10(1) :48 -
49,
[5] Tasuhara T,Tabuchi F,Unate M, & al. Determingtion of thiamezole

in serum by high-peformance liquid chrometography with eectro-
chemica detection[J]. J Chromatogr ,1985 ,339(1) :149 - 156.
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Pharmacokinetics of Thiamazole Following Transdermal Ad-

ministration In Rats
LIU Xiao-Quan ,GENG Fang ,WANG Sng-Le ,ZHOU Shu ,WANG Quang-Ji
( Center & Drug Metabolism and Pharmacokinetics, China Pharmaceutical University , Nanjing 210009 , China)

ABSTRACT AIM:To dudy the pharmaookinetics of thiamazle &ter transderma adminidration and corpare it
withora pharmacokinetics in rats. METHODS : Thiamezole concentrations in serum and thyroid tissue &ter ord or
transdermal adminigration of thiamezole in ratswere determined by HALC. Chrometogrgphic anayses were performed on
a Lichropher Cig column. Metharol-water (10 90) was used as the nohile phase with the UV detector st at 254 nm.
RESUL TS: Following ord and transdermal adminigration of thiamazle (2 mgy/ kg) ,tmex Was 1.5 and 2.5 h ,repec
tively , Crex Was 1 716. 6 and 817. 2 ng/ i ,repectively. The esmated AUC were 4 606.2 and 3 739.6 ng- h-nL ™1,
tywere 2. 64 and 2. 70 h;drug concentrations in thyroid tissue reached their peak level at 2 and 1 h regectively ater
adminigration ,the peak levels being 307. 7 and 320. 9 ng/ 50 mg regectively. Following transdermal admi nigration of
three dose of thiamamle(1,2 ,4 mg/ kg) ,linearity between AUC and dose exiged. CONCLUSION : Thiamamle conr
centration in serum &ter oral adminigration was much higher than that ater transderma adminigration ,but the concenr
trations in thyroid tissues were smilar folloning oral and trandermal adminigtration. It suggess thet the sysemic sde &-
fect of transdermal adminigration of thiamezole might not be as sgnificant as that of oral adminigration.

KEY WORDS  Thiamezole ; Pharmacoki netics; Transdermd ; HALC
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