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RESUMO

Neste trabalho procuramos avaliar a seguranca no uso do extrato bruto (EB)
da Mentha crispa, Unico ingrediente ativo do Giamebil Plus®. Para tal, foram
realizados estudos de toxicologia pré-clinica. O EB administrado em
camundongos e ratos por via oral (0,1 a 2,0g/kg) nao produziu alteracoes
comportamentais em ambas as espécies, contudo, por via i.p. mostrou-se téxico
provocando a morte em camundongos e ratos respectivamente de 100 e 80% dos
animais apos 48h de observacao. Em ratos, os valores estimados da DLso (g/kg)
de 24 horas por via i.p. foram 1,04 (0,98-1,09) e 0,63 (0,57-0,70) respectivamente
para machos e fémeas. Por via oral, nao foi possivel estimar a DLso, pois nao
observamos mortes, até 4,0g/kg. Nos estudos de fertilidade em ratos de ambos os
sexos, o tratamento com EB (0,5 e 1,0g/kg, v.o.), durante 30 dias antes do
acasalamento nao induziu alteragoes nos parametros: relacao prole/mae; indices
de fertilidade (relacdao de ratas prenhas por acasaladas); gestacao (percentagem
de fémeas prenhas com fetos vivos); viabilidade (percentagem de sobrevida apos
quatro dias); lactacao (percentagem de sobrevida apos 28 dias) e o peso dos
filhotes no 1° e 28° dia e proporcao macho e fémea. Da mesma forma, pela
avaliacao dos mesmos parametros anteriores, o tratamento, durante o periodo de
gestacdo (cerca de 22 dias), ndo produziu alteracbes no desenvolvimento
embrionario como também no periodo pods-natal. Em outro Protocolo, o
tratamento com EB (0,5g/kg, v.o.) nas fases de fecundacao (1° ao 7° dia),
embriogénica (8° ao 14° dia) e fetal (15° ao 21° dia) ndo modificou o numero de
implantes e reabsorvicoes em relacao ao grupo controle. Nao foram observadas
alteracoes nos pesos umidos e na morfologia macroscopica do coracao, figado,
baco, rim, cérebro, pulmao, glandula adrenal, ducto deferente, testiculo, ovario e
utero, apos a administracao prolongada por 30 dias com EB (1,0g/kg, v.0). Como
também nao ocorreram alteracdoes na analise da microscépia e morfometria do
coracao, rim, cortex cerebral e genitalias acessorias. Os parametros bioquimicos e
hematologicos apds tratamento com EB (1,0g/kg, v.o.) por 30 dias, nao foram
alterados. O conjunto dos resultados permite concluir que o EB da Mentha crispa
apresenta baixa toxicidade por via oral e nao produz efeitos toxicos sobre a

reproducdo em ratos.
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ABSTRACT

The aim of the present study was to evaluate the crude extract (CE) of Mentha
crispa, the only active ingredient of Giamebil Plus® in pre-clinical toxicological
studies. When EB was administered in mice and rats by the oral route (0,1 to
2,0g/kg) it did not produce behavioral changes in the two species, however it was
administred intraperitonely (i.p.) it showed itself to be toxic producing death in
100% of mice and 80% of rats after 48 hours of observation. In rats, the
estimated values for DLso (g/kg) for 24h by i.p. were 1,04 (0,98-1.09) and
0,63(0,57-0,70) respectively for males and females. It was not possible to estimate
the DLso for the oral route because no death were accounted for doses up to
4,0g/kg. In the fertility studies with rats of both sexes, treatment with CE (0,5
and 1,0g/kg orally) during 30 days before mating did not induce significant
changes in the mother/offspring relation; in the fertility index (relation between
pregnant and mated rats); in gestation (percentage of pregnant females with live
fetus), in viability (percentage of survival after 28 days) and in the weight of the
litters on the 1st an 28th day and in the proportion of male to female. In the same
way in the rats the evaluation of the aforesaid parameters, the treatment during
the gestation period (approximately 21days) did not produce changes in the
lembrionary as well as the period after birth. In another protocol, treatment with
EB (0.5g/kg orally) in the fecundation (1st to 7th day), embriogenic (8t to 14th day)
and fetal (15t to 21st day) did not changes were observed in the wet weights and
in the macroscopic morphology of heart, liver, spleen, kidney, brain, lung,
adrenal grand, different duct, testicles, ovary and uterus, after administration
that lasted 30 days with EB (1.0g/kg, v.0). Neither change were noticed in the
microscopy of and morphology of heart, kidney, cerebral cortex and genital
organs. No changes in biochemical and hematological parameters were observed
after Treatment with EB (1,0/kg orally). The results lead us to conclude that
mentha crispa presents low toxicity when used by the oral route does not produce

any toxic effects on reproduction





