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Avaliacdo datoxicidade sistémica e reprodutiva dos antiparasitarios a base
deivermectina e de lufenuronaem ratas wistar*

VANESSA MARASCHIN MOLLER

Augusto Langeloh (Orientador - UFRGS)

Banca: Guilhermino Pereira Nunes Junior (UFG), Hilton Machado Magalhdes (UFSM), Jodo Roberto Braga de Mello (UFRGS)

Avaliou-se a seguranca do antiparasitario lvdimegetavel - um endectocida a base de ivermectina -
administrado no 6° dia de prenhez e do antiparasitario Prdgtespensao - um ectocida a base de lufenurona - administrado
no 1° dia de prenhez e repetido no 1° dia de lactacado de ratas Wistar. Foi constituido, ainda, um grupo adicional de ratas néc
prenhes que recebeu o antiparasitario Pro§ramspensdo, a base de lufenurona, por via oral, para avaliagdo da
hepatotoxicidade 24 e 72h apés o tratamento com 600 frdekgfenurona. Os resultados revelaram que a ivermectina nas
dosagens de 4 e 12 mgXkgor via SC, ndo provocou sinais de toxicidade sistémica e reprodutiva, fundamentados na
auséncia de alteracGes no desenvolvimento ponderal, nos consumos de agua e ragéo, na massa relativa dos érgaos intern
€ nos respectivos exames anatomo e histopatolégico das progenitoras. Nao ocorreram reabsor¢cdes embrionarias, nac
houve diferencas significativas na massa corporal, vitalidade e numero de fetos por progenitora e nem alteracdes
macroscopicas externas e esqueléticas nos fetos. Quanto a lufenurona, administrada nas dosagens de 180 e300 mg.kg
via oral, os resultados revelaram auséncia de toxicidade sistémica e reprodutiva nas variaveis explicitadas acima bem como
nas progénies, avaliadas até os 50 dias de vida, quanto ao desenvolvimento geral e sexual. Na avaliacdo da hepatotoxicidad
os resultados revelaram que a lufenurona provocou agressao hepética caracterizada pela elevagéo da atividade da alanin
aminotransferase (ALT), sem alteragdo do parénquima hepatico 72h ap6s a administracéo. Houve aumento da massa relative
da adrenal direita 24h apds a administracéo. Conclui-se que (I) o medicament@ injeté@e| é seguro para ratas prenhes
e aos fetos quando administrado em dosificagdo Unica de até 12 nwikirio da fase organogénica; (1) o medicamento
Progranisuspensao é seguro para ratas prenhes e lactantes em dosagem de até@dnvigkgyal administrado no 1°
dia de prenhez e repetido no 1° dia de lactagdo, mas provoca agressao hepética detectada pelo aumento de ALT 72 h apdé
a administragdo e aumento da massa relativa da adrenal, com tumefagao de cortex.
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Evaluation of systemic and reproductive toxicity of ivermectin
and lufenuron on Wistar rats**
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Committee:Guilhermino Pereira Nunes Junior (UFG), Hilton Machado Magalhdaes (UFSM), Jodo Roberto Braga de Mello (UFRGS)

The systemic and reproductive toxicity of lvorfiggjetavel [ivermectin (IVE), MSD] and Progr&rBuspensao
[lufenuron (LUFE), Novartis] on pregnant Wistar rats was evaluated. The animal were treated S€ daytioé Gregnancy
with 4 and 12 mg.k§of ivermectin or twice orally with 180 and 600 mgtkgf lufenuron on thesipregnancy day and at
weaning ($lactation day). One additional group of non-pregnant rats was treated with 600 lafgkgron orally in order
to evaluate hepatotoxicity 24 and 72h after treatment. Resuts showed that both products did not significantly affect dams
variables: body weight gain, water and food consumption throughout both pregnant period (for IVE and LUFE) and nursing
period for LUFE. Number of fetuses per dam, fetuses birth weight and external macroscopic examinations for malformations
showed no significat differences among groups. After 21 pregnancy days (for IVE) and 42-45 pregnancy a lactation period
(for LUFE) dams were sacrificed, blood sample was doses for alanina aminotransferase (ALT) and alkaline phosphatase
(AP), implations sites were counted, internal organs were macroscopic and microscopically examined without detection of
significat differences between experimental and control groups. General and sexual development of pups born from females
treated twice with LUFE was acomplished until 45-50 days, without differences as compared with control group (treated with
destillated water). ALT and AP were dosed at 24 and 72 h after a single treatment with 6GQtdEEkgONly ALT level at
72h was significantly above control levEl€ 0.05). Histopatologically examined livers showed no alteration but there was
a slight but significantly increase on adrenal weight with cortex tumefation. It is concluded that ivermectin and lufenuron are
relativelly safe antiparasitic drugs if results obtained in the present work on Wistar rats can be transposed to other species.
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