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» Agéncia de fomento e patrocinadores:

Closantel (CLO) is highly effective for the treatment of adult flukes, formulated for oral or
subcutaneous administration in ruminants. CLO is extensively bound (>99%) to plasma
proteins, mainly albumin. Trans-tegumental diffusion and oral ingestion are the two potential
routes available for the entry of drugs into F. hepatica. Since adult liver flukes are blood-
consuming parasites, plasma protein binding may have an important role in the accumulation
of drug into the parasite due to oral ingestion. The aim of current work was to evaluate the
pattern of in vivo CLO accumulation into adult F.hepatica specimens, recovered from artificially
infected sheep. Fourteen (14) sheep were infected with a susceptible isolate of F. hepatica
metacercariae. Sixteen (16) weeks after infection, animals were treated with CLO by the oral
(n=6, 10 mg/kg) or subcutaneous (n=6, 5 mg/kg) route. At 12, 24 and 36 h post-treatment,
animals were sacrificed (n= 2) and samples of blood, bile and adult F. hepatica were collected.
CLO concentrations were measured by HPLC. CLO peak plasma concentrations of 57.2+4.1
(oral) and 40.3+3.7 (subcutaneous) ug/mL were measured at 36 h post-treatment. A similar
CLO concentration vs time pattern was observed between plasma and F. hepatica, with peak
concentrations within the adult flukes of 33.8+11.8 (oral) and 22.8+12.5 (subcutaneous) ug/g
at 36 h post-treatment. Low CLO concentrations (<2 ug/g) were measured in bile. Overall, the
data reported here confirm that the oral ingestion is a main route of drug entry into the
trematode in vivo exposed to CLO.
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