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AVALIAGAO DA ATIVIDADE CITOTOXICA E ANTITUMORAL DE CISPLATINA COMBINADA AO (EXOPOLISSACARIDEO DE
LACTOBACILLUS FERMENTUM) EM CAMUNDONGOS MACHOS (MUS MUSCULUS)
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Cisplatina (CDDP) é um dos agentes ativos citotoxicos mais comumente usados no tratamento do cancer. A inconveniéncia
de seu uso clinico séo os efeitos colaterais sistémicos, como nefrotoxicidade, hepatotoxicide e mielotoxicidade. Novas
drogas vem sendo utilizadas e busca-se farmacos com o minimo de efeitos adversos, para isso a CDDP foi associada aos
exopolissacarideos prevendo uma melhor atuagdo da CDDP com o objetivo de promover a liberagdo de CDDP mais préoximo
do tumor, bem como diminuir a toxicidade dos rins e figado. O objetivo foi avaliar a eficacia antitumoral, citotoxica e
toxicoldgica da CDDP + EPS apés a implantagdo do tumor (sarcoma 180) com uma dose de 1 mg/Kg-1 e 200 mg/Kg-1, o peso
dos animais foi monitorado e amostras de sangue foram coletadas para analises bioquimicas e hematoldgicas. Rins, figado e
bago foram removidos para exame histopatolégico. Os resultados demonstraram que a sobrevida de animais tratados com
CDDP + EPS, foi maior do que aqueles que receberam outros tratamentos. O tratamento de camundongos que apresentam
cancer inicial com ambas as formulagdes provocou a supressao de granulécitos. Camundongos tratados com CDDP livre
apresentaram também diminuicao da contagem de plaquetas, o que sugere alta mielotoxicidade. O modelo de tratamento
com CDDP + EPS permitiu melhoria nos resultados macroscépicos, histopatolégicos e bioquimicos. Camundongos
portadores de cancer tratados com CDDP livre, apresentaram menor indice de uréia/creatinina, em comparagdo ao grupo
controle NaCl 0,9%. A analise microscdpica dos rins de camundongos tratados com CDDP + EPS, mostrou alteragédo
morfoldgica discreta, enquanto a necrose tubular foi observada para animais tratados com CDDP livre. Em relagédo a
hepatotoxicidade, alteragdes discretas foram encontradas nos animais tratados com CDDP + EPS, bem como as alteragdes
renais. Estes achados revelam que CDDP + EPS pode melhorar a eficacia antitumoral e diminuir a toxicidade renal. Da CDDP
livre, portanto, estes resultados abrem a possibilidade de uso futuro desta nova formulagdo, CDDP + EPS para o tratamento
de cancer.
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Cisplatin (CDDP) is a cytotoxic active agents most commonly used in cancer treatment. The inconvenience of its clinical use
are systemic side effects such as nephrotoxicity, hepatotoxicida and myelotoxicity. New drugs are being used and whether

the search-drugs with minimal side effects for that CDDP was associated with exopolysaccharides providing a better action
of CDDP with the objective of promoting the release of CDDP nearest the tumor, and to decrease the toxicity of the kidneys

and liver. The objective of this study was to evaluate the antitumor efficacy, cytotoxic and toxicological CDDP + EPS after
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tumor implantation (Sarcoma 180) with a dose of 1 mg/ kg-1 and 200 mg / kg-1 and only EPS dose 200 mg / kg-1, The weight
of the animals was monitored and blood samples were collected for hematological and biochemical analysis. Kidneys, liver
and spleen were removed for histopathological examination. The results demonstrated that survival of animals treated with
CDDP + EPS was higher than those treated only with EPS. Treatment of mice that exhibit early breast cancer with both
formulations caused the suppression of granulocytes. Mice treated with free CDDP also showed a decrease in platelet count,
which suggests high myelotoxicity. In the model of treatment with CDDP + EPS allowed improvement in macroscopically and
biochemically results. Mice with cancer treated with free CDDP showed lower rates of urea and creatinine, compared to the
saline control group. Microscopic analysis of mouse kidneys treated with CDDP + EPS showed discreet morphological
alteration, while tubular necrosis was observed for animals treated with free CDDP. Regarding hepatotoxicity , discrete and
moderate changes were found in animals treated with CDDP EPS and while the animals treated with CDDP + EPS renal
changes were lower . These findings indicate that CDDP + EPS can improve the antitumor efficacy and reduce kidney toxicity .
Therefore, these findings open the possibility of future use of this new formulation , CDDP + EPS for the treatment of cancer.
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