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Fig. 1 Chemical structure of rafoxanide [3,5-
diiodo-8’-chloro-4’- {p-chlorophenoxy) sali-
cylanilide].

chlorophenoxy) salicylanilidel Gdp 5. AFRIFLE 173°
~177°C, HEEHICEML, RioRTERZO RS
BRehy, #1RKFTEENEFT TS L0THS.

2. BRIy

BT HW e T, R 1.7~2.2kg 0 L O2UFET
BHoT, TREFRRFEA X AR ) 720aF B
FiehOTHSE. EINbOFRR, BEFNIBNT
FHERE CITER S THB T L EWRE L.

3. WHERBIUFE

A 50 mg/kg &BHE21IA, BEBLCBAKESE
L, T5mg/kg 1328H, 100 mg/kg 13218 KEXhEh 1
Bl O E B AT,
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gz Lo T, FRCATRE L TWicFE LRSI L
LOWTHE L. Al Bk DHRETORBER
b, G TiR24~62H, LERPITIRET~TIATHS.

5. BUERDHRE

BHBOTE, B IUHEOHRR Xz o
2L,

B K

1. Rafoxanide DFIFFIEERLIE

%150 mgrkg # FE 128, TSmgkg £ 5, 100
mgfkg % 498, EF21 BB LE. Thby, Bk
21Riz 458, 28HIz 554, 358K 3 HEN 1 50melke
PRE LD 5, HWRzI2T, WO L BE
Tk bhhdhol, EBREE8E K TSmglke ¥
5 RIS Lo O 35 X URH21 A 100 mg/kg et
L 3FEieBWTY, TLTOHIFEIEELThAR
Mofe (Table 1),

% No. 22, No. 23 LUt No. 24 O FRiLsHs
WO LI ATHEES3 8, 4, OICTh D, MksH®ix
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Table 1 Anthelmintic effect of rafoxanide against immature flukes of
Fasciola sp. in rabbits

Rebhie N5 et Dese Doy from Days from No. of — gug 1, Ptbolosenl i
number given mg/kg to admin. to autopsy recovered PU€ the liver effect
1 20 50 21 72 ¢ - + -
2 20 50 21 72 0 - + —
3 20 50 21 72 0 — + -
4 20 50 21 72 0 - + -
5 20 100 21 24 +. +
6 20 100 21 74 0 — + -
7 20 100 21 74 0 - + +
8 20 100 21 67 0 - + -
9 20 50 28 T4 0 - + -
10 20 50 28 75 0 - + -
11 20 50 28 75 0 - -+ -
12 20 50 .28 75 0 — + -
13 20 50 28 75 0 - + -
14 20 75 28 75 0 - + -
15 20 75 28 75 0 — + -
16 20 75 28 77 0 - + -
17 20 75 28 77 0 - +- -
18 20 75 28 70 0 — + -
19 20 50 3 77 0 - + -
20 20 50 35 77 0 — + -
21 . S 20 50 35 77 0 - - -
Pathological changes of the liver. + : Slight changes.
Side effect. — : No apparent toxic effects were observed. + : Side effects were recognized.
‘Table 2 Infection rate of Fasciola sp. in rabbits (Untreated control}
Rabbit  No. of metacercar- D28 form Ilﬂ'eg(.woefrevgorms % recovery* Ova in Pathologxcfal
number  jae given xtnfectmn ——  of worms bile changes o
0 autopsy a4y, Immature the liver
1 20 39 0 8 40.0 - H
2 20 55 1 3 20.0 - - i
3 20 62 0 9 45.0 - 1

* Number of worms recovered/number of metacercariae given,
Pathological changes of the liver. it : Serious changes.

40, 20, 45% &R L7z (Table 2). %7z, #HLicgFE
21w 5 b 20 BTSSR, 1 FCalEsic 8 Lo
7o, RMEBROREEE, No 23 Db DR 12.0~13.0
mmX3.2~4.0 mm, E#712.2mm*3.5mm, No. 24
Ti12.0~15.5mmX3.5~6.0mm, W14l mmx
4.3 mm TH-oie.

2. FRE o

FHEBE LR R EBRB2AU~TTHIRBIR L, Fo
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DORFRER, FXREcRAEOHTER 2N LSk O
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ot CEBREE4 HRicW e VR VISR L TELE L
fc.

£ %

FEEREOBEHEO 5 5, Lok L RIEF EE4 S
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BAOAIM = B ARB I Ebh TS, Lkl, =
b ORBAORURBF N CITOTERBRRT 5 =
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FRIOGIHEIC o S EERMEE, ToickTI s
BHHBERTWS. Boray (1969) 1%, Rivis6@EFEEL
Feb Dic 20 mefkeg 2HE-L, 0% EOBRE L LD,
‘Campbell et al. (1970) % 10~15mg/kg @ BER T
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Ti245%, 10 mg/kg T1X67%, 638D b DT 7.5 me/ke
TCixB7%, 10mglkg T 97% L FNFNGTHEL 5
L&, Armour and Corba(1970) ¥ Rl DR %
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3.0, 4.0%, ERERANE60%, 90%EFNThI L i
DA

PAED X Bz, FHlo ELAFE T~ 5 BRREIR
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R T A
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BLTLEOBROBEEE WL LA LLERTAZ LD
Fh .
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T T U
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CEf. i, BUUS28EIT5 mg/kg 221 HIC100 mg/
kg O b R OBREIRNESL LD bhvie.

2. FHIORERIE, 50me/kg & T5mglkg OIET
ERETS GRS, 100me/ls #5Ti, 43R
B 2 TRIC AAkORCR L Ak E A L BT,

BERDbILHED, HREHORBKEZ T LY
— e FNy Y= TrF F—aBRSthioEs
T5.
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Abstract i

STUDIES ON THE TREATMENT OF FASCIOLIASIS
IX. ANTHELMINTIC EFFECT OF RAFOXANIDE ON IMMATURE
STAGE OF FASCIOLA SP. IN RABBITS

Shige KIMURA
(Department of Animal Hygiene, Faculty of Agriculture,
Kobe University, Kobe, Japan)

Bithionol and salicylanilide derivatives have been used most frequently as anthelmintics
against liver flukes of cattle in Japan. These drugs at their recommended dose levels generally
have a good action against the adult fluke, but no effect against immature flukes. Consequently,
there remains a need for a safe and effective agent for the control of liver flukes in the pre-
bile duct stage in the liver.

The present experiment was performed to determine the anthelmintic effects of rafoxanide
[3,5-diiodo-8’-chrolo-4/-(p-chrolophenoxy) salicylanilide] against immature flukes of Fasciola sp.,
using 24 rabbits., The results obtained are summarized as follows.

1. Twenty-one rabbits were each infected experimentally with 20 Fasciola sp. metacer-
cariae, and given various doses of 60 to 100 mg/kg of rafoxanide. The drug was given orally to
rabbits with pipette.  Autopsy was performed during the period from 24 days to 77 days after
infection. A single dose of 50 mg/kg was highly effective (100%) against immature flukes of
three, four and five weeks of age, The drug was fairly effective (100%) against immature flukes
of three and four weeks of age at a single dose of 75 and 100 mg/kg.

2. Side effects appeared in two of the four animals at 2 and 3 days after administration
with 100 mg/kg of rafoxanide. The effects were consisted of depression and loss of appetite,
However, none of the treated rabbits manifested any clinical sign of intoxication following ad-

ministration with 50 and 75 mg/kg of the drug.
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