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OBJECTIVE: To f ind  drugs w i th  chemotherapeutic act iv i ty  against Gnathostoma spinigerum. 

B A C K G R O U N D :  These studies a re  a cont inuat ion o f  work repor ted  i n  previous years. Drugs with act iv i ty  
against other parasit ic diseases o r e  being evaluated fo r  possible chemotherapeutic ac t i v i t y  against Gnafhostoma 
spinigerum i n  exper imenta l ly  in fec ted  mice. 

METHODS:  ICR mice were in fected by  o ra l  administration o f  5 advanced third-stage la rvae  o f  G. spinigerum. 
A f t e r  in fect ion the test d rug  o r  combinat ion o f  drugs, dissolved i n  d is t i l l ed  water, was administered ora l ly  
i n  a predetermined regimen. In fected contro l  mice were given d is t i l led wa te r  ora l ly .  A f te r  completion o f  
the treatment regimen, the mice were sacri f iced a t  intervals and necropsied, parasites counted i n  the l iver 
and /o r  body  muscles, and results recorded. 

The drugs tested were:  Met r i fona te  (0 ,  0-dimethylhydroxy-2, 2, 2-tr ichlorethyl phosphonate); Flagyl or 
Met ron idazo le  ( 1 - B - hydroxyethy l -2  -methyl - 5 - nitromidazole);  Ast iban ( sodium antimony dimercapto. 
succinate); Ambilhar o r  N i r idazo le  ( 1 - (  5 .- n i t ro  .- 2 -  thiazoly1)- 2 - imidazol id inone) ;  and a combination 
o f  Astiban and Ambllhar. 

RESULTS : 

Metr i fonate:  This drug was administered in  5 o ra l  doses given at  t w o  week intervals. The results are shown 
i n  Table 1. Doses o f  20, 40, 80, and 120  mg/kg were inef fect ive i n  reducing the number o f  larvae found 
i n  t rea ted  mice. 

F lagy l :  We previously administered 5 da i l y  o r a l  doses o f  200  - 1600 mg/kg o f  Flagyl t o  gnathostome 
i n f e c t e d  mice without e f fect .  This year we administered a 5 d a y  o ra l  course o f  200  mglkg lday,  but  spl i t  
the  d a i l y  dose in to 3 equal  por t ions similar to  the way in  which this drug has been used w i th  success i n  
man fo r  the treatment o f  dracuncul iasis and amoebic l i v e r  absess. The results are shown i n  Table 2. 
N o  reduct ion in  the number o f  gnathostome larvae in  treated mice was observed. 

Ast iban: Gnathostome in fected mice were treated w i th  5 da i l y  o r a l  doses o f  6 4 0  mglkg, o r  w i th  a single 
o r a l  dose o f  1 9 2 0  mg/kg. The results are shown i n  Table 3.  The d rug  is judged inef fect ive in these 
regimens. 

Ambi lhar :  Da i l y  o r a l  doses o f  2 5 - 1 0 0  mg/kg f o r  5 days have prev ious ly  been iudged inef fect ive in  
gnathostome in fected mice. This year  mice were t reated wi th  5 d a i l y  o ra l  doses o f  6 4 0  mglkg, o r  with a 
single o ra l  dose o f  1920 mg/kg. Results are shown in  Table 4. A t  1920  mglkg, 8 o f  15 mice developed 
d ia r rhea  w i t h  streaks o f  b lood  i n  the feces as o result o f  drug tox ic i ty ,  and one died. N o  reduct ion i n  
the  number of larvae was observed i n  the treated mice a t  ei ther dose. 

Ast iban and  Ambilhar i n  Combination; In fected mice were given a single o ra l  dose o f  1920  mg/kg o f  
astiban, and beginning on the fo l low ing  day, ambilhar was given o ra l l y  a t  6 4 0  mg/kg every other day  fo r  
4 doses. Results a re  shown i n  Table 5. A lower  percentage ( 4 4 % )  o f  advanced th i rd  -stage larvae was 
found  i n  t rea ted  mice than i n  controls ( 5 8  w), although no mice were c leared o f  l a r v a e  entirely. The possibi l i ty 

t h a t  this represents a chemotherapeutic e f fec t  i s  being investigated further. 

S U M M A R Y  : O r a l  administrat ion o f  metrifonate, f lagy l ,  astiban o r  ambilhar was ine f fec t i ve  in the chemotherapy 
o f  Gnathostoma spinigerun i n  experimental ly in fected mice. Combined therapy w i t h  astiban and ambilhar 
h a d  a modest chemotherapeutic e f f e c t  which is belng invest igated further. 








