- 430 -

R EY, FA AR IEHNEER
R, MesthieniP®Em, wEATHE
BRI

REFERENCES

I Yin ZZ, Wang JP, Xu LN. Effect of sodium
ferulate on malondialdehyde production from
platelets of rats. Acta Pharmacol Sin 1986; 7 :
336

2 Hu HI, Hang BQ, Wang PS. Antiinflammatory
cffects of ferulic acid. J Chin Pharm Univ 1990;
21 279

3 Dai Y. Hang BQ, Meng QY. Inhibition of
Frucrus Ligustri Lucidi on hypersensitivity reac

TE LM Acig Pharmacelogica Sinica 1991

tions. J Chin Pharm Univ 1989, 20 : 212

4 Xie MQ. Bian RL. A new method for screcning
inhibitors of mediator releasing in anaphylaxis—rat
calvarian periosteum method., J Zhejiang Med
Univ 1981, 10 : 87

5 Wagai H, Osuga K, Koda A. Inhibition of
hypersensitivity reactions by soluble derivatives of
baicalein. JpnJ Pharmacol 1975, 25 . 763

6 Koda A, Nagai H, Watanabe 8, Yanagihara
Y. Sakamoto K. Inhibition of hypersensitivity
reactions by a new  drug, N 4'—
dimethoxycinnamoyl) anthranilic acid (N—357). J
Allergy Clin Immunol (976; 57 . 396

7 Freund J, Stone SH. Arthus reaction in the
mouse and the rat after intralabial injection of
antigens. J Immunal 1956, 76 . 138

A Mgt gl gt Mgt gt St gl PVt gl gt Pt A gl gt gl Sl Foogt gt it ont? gl gt

Sep; 12 (5) : 430-4%4

RS Z AR B/ NR A 4 HEFEMRMES B

HHrdp, ZA AF. #EE. B X

(P E BT EF AR JURBTR T, R DARSUER, R SO 0SS0, L 200025, BE)

REX

Pharmacolinetica of four bemzimidazoles adminletered
Intragastrically to mice Infected with secondury cysts of
Echinocaccus gramlosus
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ABSTRACT Mice infected with secondary eysts of
Echinococeus  gianulosus were  treated ig  with
mebendazole (Meb), albendazole (Alb), albendazole
sulfoxide (AlbSC) or albendazole sulphone (AlhSP) at
equal cffective dosage. The blood concentrations—
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time courses of the four drugs were adeguately fitted
1o a liner one—compariment open model analysed with
8 maodified NONLIN program, and the major
pharmaco— kinetic parameters were then calculated
(Tab 1. When Alb was given ig to the infected
mice. 76.2-84.5% of the drug absorbed was
metabolized to  AlBSO. There fore. the
pharmacokinetics of AlbSQ in Alb group was deter-
mined. After ig administration of Mcb to the infected
tice, the ratio of the drug contents in cyst wall w
corresponding plasma concentraions of Mceh was
10.6—26.9%,. but much less in cyst fluid. In Alb and
AlbSC groups, - similar A1bSO contents in cyst wall
and eyst fluid with higher ratio to plasma concentra-
tions werc observed (Fig 3).. The results suggest that
E granulosus cysts were more susceptible to Meb than
to Alb or AlbSQ, and improvement of Meh
absorption would be favourable for enhancement of
¢fficacy in the treatment of hydatid disease.
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WME AR RHEmpNRE e, WET i
3% A B AY B A (Meb), BTEIAME(AID B H {LB)
i) 1AM TF B (A 1S O)F B] X U e K ( A TBS P I 8 3
i, BRRAE g Meb 5. IREENY Meb X RIT.
ERGMEHA, F ig Alb 58 ABSO Bf. FWEEM
AIBSO FREHR. @Ry, FEHERNY
EEEHEE. DSV hEREMS LERRT
Meb #.

XM SERR. HWEd) S Rk REGA
M B AR IAORAEBL ) DA MEIR

ALY, FRRRIL P RELM
(mebendazole, Meb)AN B 3 1A M (albendazole,
Alb), RELD A WA REY, Meb /RS
BV R BRI AT AR T A, (iR b
AX 2RI SHmB RN Alb 8
T2 FRHERRNERAT/PRMLSEEER
PEERE S5 A G0 R SRR X 2 B2 R
A, MR 2FEWAEEEERANLBEAR
[, MAERE EFERMVWRERELH. Ab
F 14, 181 39 BT 32 14 M WF 1, (albendazole sulfoxide,
ALSO)E H AR LW ER, MEANR
3 0 o BT 40 B BEER B 1 4E B 1T ADb™Y,
Alb B 5 — {8 8y B[ 3 1% M 3K (albendazole
sulphone, AILSPYW . A SCiRE Bisk g
AR B R W B IR Meb, Alb, AIbSO
= AIbSP R 24 sh Ji2, R EMERAR M
R A Rk R .

MATERIALS AND METHODS

HiE BEEOARBAE SR R
WS, ERERIHELTHRE ATE
¥ EBELSIOIU- m" AEHSEB
025 ug» m™' 5, B ACERLE, 45FATH L
T A Hanks’ balanced salt solution (HBSS)#¥
58 W, RN, FELTSE 5%
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L+, EIeTHRAER/NE.

shie MRIETE % 202+ SD 1.6 g B9 NTH
EMaEAR, AREBER EARFXET 2000
R, 89t A EERR.

T Meb, [5(6)-F FRE-FIHiLm
E2-HETRTE], dEgE TP
Br M & Alb, [S(6-F R M ¥ -FK FHiAm
E-2-HEHSP B, mAMEG M
AlbSO, [5(6)—1F P4 3 T TR 3% — A 3 ik e 3 -2
&3 H B F ER], AIbSP, [S(6)-EN TR B3 3
EME-2-HETE PR, HRESE. &
YRR EEEA. WEM. WEWRE.
i — 80 F1E Rr {7 B S B AL AR TR, B/ INER
1 % ig FHMEM Meb, Alb 1 A1bSO, B4
50, 300, 150 mg+ kg™', AIbSP W M B 5
ADSO M. FHBHTFHAERD N 10ml-
kg™ MBE TG 0.2505,1,2,4,8, 16 &%
24h, A 2-3 FN 1A, AEBERkARm,. AF
Rid oEnE. PR NRDE. R
W, WERRBERTFEHE. W LARSE
iR E-20CRE.

HME R Bogan A Marriner i
WE LE 4 FFEFEMAEHHE HPLC ¥
RO T &N HME Meb
AIbSP #f, LAZ BEAR)AIEIRE. WZE Alb
M AILSO WA ERIM KRR I NN LK
(ARYHIREM. WA 70% CH,0H (f&i#
#l) / H,0 (F(NH,),CO, 0.05mol- L"), #|
SE Meb, = 48% CH,OH / H,0 (& HCLOQ,
0.6 ul - mI™), W F Alb, AILSO F1 AlbSP,
WA K 1 ml« min™!, RMPEK K 247 nm (W)
E Meb)fl 292 nm (@ F Alb, AlSO
AlbSP). A Er&HE K 15cm. & Sum B ODS,
HitE 4 em & 37-50 um 9 ODS. HPLC {%
# Shimadzu LC—-6A B!, BHH WATHK uv
& W 35 A0 88 6 4b S AL (Shimadzu C—-R4A).
YE+F HESA K 94T I Meb, Alb, AIbSQ #0
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AbSP B BRFHM&E. ALBEFEEE
Meb, Alb Fl AIbSO BItEBR Y Sng- ml,
i AIbSP % 10 ng » mi™,

WIRALTR 4 B EGY a0 i 25— B (B i 2R H
B i NONLIN ##l#2F, 7 IBM-PC %
PLEETEL LA, REMSHEE. F
{50 AIC {IHITE A MR ZHE. HHH
mzi—mhl R amECRERR . BIAER
0.831 4, &H#E 0918-0.994 2 [f].

RESULTS

KezshhEe BRI igAbdE.
FMEmMmPm Alb R E®,. FTERMBFHR
i AIbSO Fil AIbSP, FELFHEM 0.25-24h
M, Alb R HWE Y AR 0-69%,
AbSO 4 76.2-84.5%. T AIbSP W 5§
0.9-22.7% (Fig 1). KEEH. A Alb B/
BLA R MR B M, AIbSO R H A %t 5
¥, @A Ab AP RMET AbSO MEiYah
FE2W.

& 4 Fhzh e, Meb ¥R E R M),
Beth. (B0 BE(Cy,, )L 24 P B2 — B (] i £8
TFTHEBEAUCHIBMEM . Alb R/ AIBSO
B tmex B AIDSO ZHF1 AIDSP ZHI N 1,
Crax MET AISO . {HE T AlbSP AR/,
M AUC % AbSO kKA. AbSP 4149

[ ]
LA

T

Concentration, pg ¢ mi™
= a
0\

OG 25 05 1 2 & & la 24 48
Tume after medication, k

Fig 1. Concentrations of albendazole {(Alb), albend—
azole gulfoxide {(AIBSO) and albendazole smiphome
{AIbSF) im plasma of mice Infected with secondary cysts
of E gramdonus and treated with Alb 300 mg » kg™'.

AUC FR3E/NTab 1).

mi¥. RESEIRLREMNXE R
A—HUERN AR MR L 89 P~ AMANR, ig
TR EHAEMN Meb, Alb, AIbSO =
AbSP, HF &G 025-24 h 9 A G i8]
M., ARMBRERL, 2FRAERESEL
¥, HERE, TRESESEN, MNEHNYS
B, HARE. EHMAY SRS HE N2
BEMTHAH(%). BT ig Alb i, AlbSO REX
K3y, BESEENSERTIER,. BR
AbSO A B1F Hoge 447

Tab 1. Pharmacokinetic parameters of mebendazole (Meb), albendazole {Alb), albendazole sulfoxide (AIbSO) and
albendazole sulphope {ATbSP) glven Ig to mice hafected with secomdary cysts of Echinococcus granulosus, n=3 it
SD. The concentration—time curve of enck drug was determiwed for 3 times, Im eack determimatiom 21—27 mice were
wsed, The pharmacokinetic parameters of each concemtration—tlme curve were caleulated by a modified NONLTN
program. The mean value of each parameter was then cafculated with the 3 samples.

Drug Dose, K, K, foue Cown AUC,  in frps
mg - kg h h h ug -+ ml #E * h - ml h h
Meh 50 0.18 £ 0.05 44110 0BtfDl 27x03 18038 0.1610.04 41+12
Atb 300 0. 18+ D.06 0.51£005 32+£03 244124 251 60 1.410.1 41x1.1
AlLSO 150 0.35+0.02 080029 19105 314x6.5 17317 095£037 201£0.1
AlbSP 150 0.23+0.07 26213 1.1x03 To0£1.2 4013 032017 3.1tD.8

e xS

-
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R /B EE ig Meb S0 mg - kg™' 5, 1L
HWETHE LhGERE 31212 pg
ml™, HiFZ8TRE. 24h 5EE 007009
pgemli™. B 1h, WEEH Meb SRR
BE{E 047 0.01 ug+ g~', o4 5 I 257 ¥ &4
16.1%., HFHERFRE., 8h EMHABRT
BE, SmzyEnHKMAY. £ LRt
. TR Meb S REK. HHTHR. &R
oA B L2 3 BE Y 0.5-3.8% (Fig 2).

2000 wyed Alb

=
o

. % e
A e Al

I AILSO f;\ AlLSP
r |
1 ¥
! #
e

-
;,:H;M"
25051 7 4 § 1634055051 2 4 F 1634

Time after medication, h

(=)

Ratio 1o plasina concenlralion, %

=

Fig 2. The ratios of drug comtests In cyst wall ()
or cyst luid (@) to corresponding drug concentra-
tons Im plasma (%). Im Alb group. the curve showed
AlbSO contents lm cyst wall and cyat Auld.

B AvE ig Alb 300 mg - kg ' 5 0.25
h, BM¥EFH AbSO RN 332 1.5 ug»
ml™', TEEEAI N MG IREA 8.6%. Rl TeEE
i AIbSO B M 253 BE A B Wi bk, 4 h 5k
B1x32up+ g ', RNHEMKEN 363%.
24h 5., T AISO SRy 28+1.9 ug -
g ' AHEMZYREEN 71.5%. ig Alb 519 1
h . THEE AILSO S REK, MMM
HeFERT 2.9-59%. 2h 5. ZEWAT AlBSO R
W, 16h jFikeEflL 74+ 2. Tug e ml™, %
FY MEGWBER 99.7%., 24h [SFRER 422
13 ug - mi™'. M MZY TN 61%. B
/MR ig AIbSO KR B Alb B9 1/ 2 8, X%
BSRHA AILSO SRAFKHER. 5 Alb
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HEy AIbSO MRSy, DRESERAM
AbSO ERABITHEIE 2 X 4h kg 71
+2Tugr g M59£1.0 pg« ml™', FNAHEE
M2y MY 38% 70 36.1%. 8h 5, MZHEE
BT RERCE, TS S5 A0 W T R g,
LIHIFY i 243 BE i L {8 AR B K (Fig 2).

By /MR ig AIbSP f) BS AbSO AI4H
M., BHE 1h, MZKEAEEE 66+ 0.3
ug- ml™', HEES T, 24h 52X 003+
0.07 ug « mI™'. FEEFA) AILSP S MTF G S
hik®E{H 21207 ug« g~'. M M2
) 55%. 24h G WMEC FEM B AlbSP. %K
M AlbSP 3 B REBE KA 5 (Fig 2).

DISCUSSION

EERARYP, RMNFXAT Meb, Alb
ATbSO 3657 /> BL8E R E 40 R ER Bh R i 5 3
b O R IR g ) (ioE Tk 2 e
BEMNMzsh s, AR T HEESN
FHRSMIFREERICCE. W NERBTT
RUEE R/ B,

— A M7 ig Meb AYME WX, 45 HRA
B 17109 M4 phi M — s R TR
ﬂ#%ﬁ%ﬁ.mmmxﬁﬁ¢:¥ﬂ&4E
B Cpy M1 AUC Hy/, 2R 25970 B K.

BT Ab EREE&EAEEHARN,. &
RLIRIT R AN SRR, R8N B%
BREK Alb Yy, MANMSHAEI SHTENR
RBERBCY AR ig Alb AR IGE
B BT B 12—16 mg - kg™ ok, {BIFR
BEMEBEA Alb K25, T AISO WM& &L
80%. [FBFFEFEBT, ALSO A RARE
Alb #1172, HEEK C,,, M AUC MK,
FHAK,, 1,7 11, (ERE RALRKAILSO
T ig AIbSO I {E— 2148 — 4k, X W RE
RAEMSG YN ERREEHE TR AWM
Alb RN WY, MEEWRTFERSHES


http://www.cqvip.com

434,

5%, Abma—{ 5 AbSP, R 5
AbSO HFE KA & ig bR, R 4, R
AUC BB RIET ABSO B, R HB W EE.

ARESRBENSESRMESRES,
FELHAREF, Meb HARMMMBEEMR, H
HARRNAR S MEHRER IV ARE, #2%
20%, MBHHYEL, TS5EMIEHFHR
fEE BB AR Meb B 2K FH"
Reisin %A%, [“C]Meb Tf 72 & 5t it W
g, A, E Kemmerer %0
[“C]Meb I Ba /@, BRWYCIE®T
mp®, AR, mbikE
T-EhEE R, B Meb @i
ABHGER THI B et r.

EZHART,. Alb Y5 ALSO H W
HE) ALSO RN KBHHAL. AN
BAFITH Meb HHIENE, [ AlLSO iF
PR LMt AR, X5 Mcb HEBR K.
BRRE Mcb RN, EREWIHRTE
S, BEHHYTETTESAENES R
X HEBRHME, RYE Meb 8B E, B
BF) Meb I R|ME, HET-4HB s, #
TR RS IS Meb BIEBR, FHERE
Meb ¥ iz 38 A7 0f AERA B 42 2 57 3.
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