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Heterobothrium okamotoi is a blood-sucking parasite that inhabits on the gills and
branchial cavity wall of cultured tiger puffer Takifugu rubripes. The discase caused by the
parasite in cultured tiger puffers, referred to as the gill fluke disease, is potentially serious, as
the parasites present in large numbers could cause severe anemia and eventually death of the
fish.

This study is the development of oral administration drg against H. okamotoi,

Febantel is the prodrug of fenbendazole, a benzimidazole drug, which is widely used in the

field of veterinary. :

Febantel was metabolized to fenbendazole in tiger puffer just like veterinaly animals for
oral administration. The concentration of fenbandazole in plasma and liver were higher than
skin and muscle.

The efficacy was at the doses of 12.5 mg/kg and 25 mg/kg for 5 days, and 50 mg/kg for 3
days, 97%, 95% and 97% respectively of immature worms were eradicated. These results
suggest that febantel may have potentially significant anti-&. okamotoi activity. In addition,
febantel had a efficacy against mature worm of H. okamoti at the doses of 12.5 mg/kg and 25
mg/kg for 5 days, and 50 mg/kg for 3 days, 88%, 96% and 94% respectively. It is very
important result, because mature worm sucking quantity of blood is larger than immature
worm, and we don't have a drug against mature worm.

The relationship between the concentration-time profile of fenbendazole in the plasma and
efficacy against H. okamotoi in tiger puffer following oral administration of febantel at the
dose of 25 mg/kg 5 days. The concentration of fenbendazole was 4~5 1 g/g 2-4 days after
first administration, and the number of parasites started to decrease from 3 days after the
first administration. In addition, we measured the connentration of the remaini g febantel
and metabolites of fenbendazole in the muscle and skin in tiger puffer following oral
administration at the dose of 50mg/kg for 5 days. They were not detected 2 weeks after the
last administration.

* We conducted six field trials on the efficacy.of febantel at four sites in Kumamoto and
Ehime, Japan. From 2500 to 4500 tiger puffers per experiment group were used in these trials,
in which tiger puffer were orally administrated febantel at 12.5 mg/kg or 25mg/kg fish body
weight for 5 days. The maximum rate of worm eradication was 80.9 %. However, a large
difference was observed in the eradication rate between the experiment groups. We observed
no adverse effect of febantel such as decreased feeding quantity or increased mortallty, on the
experimental fish,
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