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Effecl of artemether againsi Schisiosoma japonicum

YOU Ji—Qing, MEI Jing—Yan. XIAO Shu—Hua
(Institute of Parasitic Diseases, Chinese Academy of
Preventive Medicine: WHO collaborating Centre for

Malaria, Schistosomiasis and Filariasis, Shanghai
200025, China)
ABSTRACT Artemether (f—methyl ether of

artemisinin} first synthesized by Shanghaj Institute of
Maleria Medica. Chinese Academy of Sciences'’,
appears 1n colorless crystal and is more lipid—soluble
than artemisinin. When artemether was given ig or
im o mice infecied with Schistosoma japonicum for
32-35d at the dosage of 1/ 10—1 /2 LD, Iis effects
in the two administration routes were similar.
After artemether 200 mg - kg™ - d7' ig or 100
mg- kgt - d7' im for [-2 d was given o mice in-
fected with S japomicurs cercariae at different
intervals, d 7 schistosomules were more susceplible Lo
the drug with worm reduction rates of 73.9-92.0%.
The d 35 adult worms also exhibited susceplibility to
the drug and the werm reduction rates were
47.0-70.1%. but less susceplibility to the drug in oth-
er developmenial stages of schistiosomes. The major
morphological alteration of aduit worms induced by
artemelher was sustanied shrinkage accompanied by
atrophy and degeneration of the worm’s reproductive
glands, eg. the teshis in males and ovary as well as
vitelline gland in femaies. The i virro tests indicated
that artemether showed apparent effects on different
stages of schisiosomes only when a higher concentra-
tion of 40 pg - mi’ was used.
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20+s1.1g FFshipEil. FRENTH
R EEE el F k.

#FARE SRERREMBHES
48—52 4, THEE®FR 3h, d3, 7, 14, 21,
28 F1 d35ig B im HPEE. BEE 4 wk
., BEREREIFMTE. AURSHYN
% e & R RS T 2R MU BB ER
B, ARERAISigSim ETREE. BHEA
IRt AT, ke (g A B h ok oy B BEVE T BE
BRI, BOEMB d s, R R
AFEWE, W Aokt HBSS tedliEm, K
BEA MR A 70%LEEE. LMY carmine
AR WM E Rk, AR ARER
frkAd. BIHEHE ig 330 mg - kg™’ 100
mg - kg (1/3,1/10LDy) %515 sc 130
F139mg - kg' (1/3.1/10LDgy) 8 im 130
A39mg - kg' (1/2.1/7LD,)#{7HEE.

AR E BREAS 20%/hFMmiE
-RPMI 1640, AAHFEE. BEBEHEEF 500
IU-m™ AIAHESR BO025 yg- mi', B
Falcon 96 2 24 L&k, &ILIMAEFHE 140 ul
2 1.9ml. BEAEFR 3h—d3 @A, HILmA
BRI SOul, SH4 50 &, ALAEHR d
14-35 b, mEEALA d 14 B 20
&, d21. 28435 BILE 2T ME 5 &
B REENR 3 1. BEFRERERELS
5% CO, #y 37CH . InZyfE e A [F i il 45
RFRBEESREXEAOFAETRE L
AT E TR 0.

RESULTS
FRSREFEEXNMERBIER
1 B4 BE3sdih/hE g EPRE

I6h, HIER > MBEAFTHE. 344 i
95-98% M BTN, #F im SR, &
I8 &N, 24 5 88.4%89 e, A
3d AR L HE TR A ERRK(Tab 1).

2 A# BB h REhiK 32d 8 DR

Tab 1. Hepatic shift of Schisiosoma japonicur har-
bored in mice treated with ig (200 mg - kg™") or im (100
mg - kg') artemcther in a 2-d freatment course.

xts,
Time after Worms / Worms %
n medication / Liver Mesenter—
maouse el
h Ic YeIms

0 4 - 18.8+5.0 16.0 £4.0
ig 3 16 17.7+64 36.2 63.8
8 24 169144 55.6 a4 .4
4 48 178 0.5 86.6 14.0
4 72 248x21 98.0 2.0
4 96 200+43 95.0 5.0
im 4 16 20,5+ 6.0 234 76.6
7 24 224149 26.8 73.2
4 48 19.0 57 g8.4 116
5 72 17.4+43 74.7 253
4 96 18.5+47 67.6 324

HEPBE ig330mg - kg’ - d7'>x2d & sc,im
130mg - kg™' - d'x2d, FHEMAFHHKEN
TR AR, R HIA 705, 60.4
M74.0%,. FLHHUMHENARE, HFER
BRELMAMEEAS 100mg - kg™ - d'x24d
Flsc, im39mg - kg™ -d'x2d, NFHER
SER M MBS AR, w R 0 R
TR HYEA R4 42(Tab 2).

Tah 2, Therapeutic effects of artemether in a 24
treatment coarse on mice infected with Schistosoma

Japonicum cercariae Jor 35 d. * P> 0405,
***P<0.01 vs control.

x5

Route Dall}'.dOSflf Mice Worms / mouse
mg - kg
Control 0 19 366182
ig 330 12 10.8+45""
im 130 20 95+57"
sC 130 16 14.527.7*
ig 100 18 157+7.27"
im 39 6 36.2250"
sC 39 6 302+ R9°
3 e ARMENEL PRBEEDES

B¥35d, ig PBE200mg - kg ' -dl &
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im 100 mg - kg™' - d7'. E&H 248, HRE
el RN BEHE 1d, SRR
AEBEES. BGhERA. Y
H, SLHEEL, KEF a0 RRE
ig HEHME. EHFEREA—-RBERER
£ MR, MIRRRHBHLENT. %)%
13-14d, A HBHLABREESBIAR, A
PR, bERBEATEEZR. it
gy R b, IR g B
U s, MARNESRLENE. &
e, mTEEAMmhIREiE ks, fi)
TR VERAEENIRES, b TN
Y AL iy R ER R A TE dn W9 A 24 i B 0wk
BN 28d. Ko BREAREHRELSR
Ak /A RAEBRHMELREN. £
#Mfald, ¥, LmENWARBE N HLL g

HAHE, 5% 144G, BBEN .
Bk HIE % (Tab ).

ig 15 im #4182 HBATHEFE 24 h B
EEE S, BEHR 7-14d B, HEBRK SR
LEHREP1/2 gl PR TEHE 1d
4 261 6 pm, B ERLIASHA 0 /. o wm ARG
g, EH3dit,igdHE imA S HERS
Bl 23+t 6um M 31t 7um. 14df, BRY
§.08 HASURELFIR L BN R R

A % H e ta ik i R PR RIS
/AN ig S EBE 200 me - kg - 7' HTim 100
mg- kg d7TES2d BRELARRGTHN
B A i % s XS R R, &R, g A
im B ERBHM 47 HbLERE, d21EHD
A B S A 2R E. Hah
FEAE, BR d35 4. REHMTEGH RS

Ly

Tab 3. Sizes of body, testis. and ovary of Schistasoma japoicum after treatment of infected mice with artemether ig

20mg - kg ' - d! orim1D0Omg - kgl -4 xts

" P05,

TP <005, T P<0.01 vs control.

Time after Worm Worms Worm boldy Length / gem of
Route treatment / . length # .
d SEX examined Testis Ovary
pm
Control M 10 629+ 47 13+3
F 19 817+ 70 44+9
im 1 M 10 539+ 107" 10+ 2
F 6 652+ 165 43+ 12
3 M 10 473 857" B+
F 10 454+ 857 N7
7 M 10 414+ 35" F Rt
F 10 426+ 577 14+ 4
14 M 10 s00% 10177 913
F ] 450+ 1000°° 17213
218 M 10 0321292 1+
F 10 794+ 104 54+ 8
ig 1 M 9 480+ 4277 9+1
F 7 43510007 26+6
3 M 10 457+ 28°°" 81"
F 2 477+ 199" 23+E
7 M 10 1RG40 723"
F 2 /G T 10207
14 M 16 456+ 797" FE
F 10 341 987 16+ 9
28 M 10 T4 126 13-
F 10 829+ 212 5413
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MEET d7 EREH(Tab4)

Tab 4. Effects of ig or im artemether in a 2—d treat-
ment course on developmental stages of Schistosoma
Japoricum, XX 5. T P>0.05, “P<005 *UTP<0
vs corresponding d 7 group.

Worm, Daily dose /

Route { Mice Worm / mouse

d mg - kg
Control 30 29772
ig 0 200 19 2891800
7 20 80+48
14 20 258+7.5"
21 19 2151807
35 9 11.E+38"7
1 0 100 19 2149077
7 17 28x27
14 19 25618277
21 20 235+ 58"
35 8 146+83""
Control 20 364149
ig 7 200 16 TEX52
14 18 1832771
21 0 M9+T77"
35 19 99+407
im 7 100 18 49+ 4.5
14 20 263887
21 20 221%+55""
35 17 10951
E5h iR B £ B
1 d0-d21 % EEEWBR 40

pg-ml ! R, SEE R RS
. BiADVAE. {8 15 min J§ & FESH £,
HERMEEH. G dofmd7EmR . H
EEMED FREHF OS2 L GRREURIEE
HEERL do, d3ELSHT 248 720
LI d7. d14BHRT 48 h FRIFE L &
Zr 9% 98%FN 33%, M d 21 BT 9% h f5
AR TES. ik EA 20 ug - ml™' B,
Xt A B IS FC B IE 2.

2 d28 A d35sw MBS EPRE 40
pgml™ EEMFZT 30 min, K ERS IS T .
LW ERETRER. 24h Gk ED

FRMAFRER. Moo, 2-3d ).
0% ARG, KRabbhfEzsh s, &Y
He A 30 ug - ml™ B ARAEM B 4K T 40 min
AEFEEHHKENS, oY b REEEReE
WER, 3dRSREKREEY. ShBE
46, EENT . BMpEkEER 20 pg - ml LK
H} . 2. )

DISCUSSION

TEBIEAISCARRYT o LR B 5 Rk 5
PRIy Bk ig A EED. B WES AR E R
MFREMN R RRE g s LR PhHE
R /R R R ET PR L R, E R
FEF. HSEMAMHANTIEREENT ig
Fr Rl . e A RMAFE, hipER
WALHIT R T, ig &P B MR hay R
AR im BTG, XA RRRER R S5mM%k
MEMFHNFAEHELAR. LA im
FOR MR 218, MRBIGHRESRIN. &5
B Pk i A 7 MW rh 3 1= e 1) Mk B e 1L il 1A 5
BOERmFk B, g . im B A R B
8 37-50%. Mo B FBE im 3597 L% th%s
ZH —ER .

MR RIEEY . ARE FHH R h
N ERBOEBRUETFEERKNER, LAd7T
EhgmE. mEERO%EILL d14Hf8d2]
R PR R RORY, TR 1 R Ik
LREST ol duduz R iz -5 -

& P BERE S | #2 W h B Rh 410 1 (11,
Mk W gL, SEPRERNE. hikg
BZBGBRGHREEAABRBE. B
LAEH TR BME R, R mEnkis
Mo m—Fm. AR L B RLL T
Fifd TWEE4aRmMEE, miBEERR
AHRHE. X SERE RS b AR
Al :

RGP K S AL B AR I T R R B
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Pharmacokinetics of pwerarin in rats, rabbits, and

dogs

JIN Xi-Lu', ZHU Xiu-Yuan
Unstitwie of Materia Medica, Chinese Academy of
Medical Sciences. Betjing 100050, China)

ABSTRACT  The puerarin was determined by
HPLC with fluorescence detection. The plasma con-
centration—time course of puerarin in rats and dogs af-
ter iv was besi fitted to a two—compariment open
model. while that in rabbits was best fitted 10 a
three—compartment open model. Species specificity
was found among rats. rabbits, and dogs. calcu-
lated with compartment model program. The
Ty, after iv puerarin 9 mg - kgﬂ in rats.
rai)bits, and dogs were 11, 2I, and 67 min,
respectively. There were no significant differences
in pharmacokinetic parameters after iv 4.5-30
mg - kg™ to rabbiis and dogs.
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KEY WORDS puerarini pharmacokinetics; spe-
cies specificity: high pressure liquid chromatography
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