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RESUMO

O presente trabalho investiga o perfil de cinética de liberagdo in vitro e atividade
antitumoral in vivo dos lipossomas contendo lectina de Cratylia mollis (Cra). Os
lipossomas foram preparados de acordo com o método de formagao de filmes finos. Um
estudo prévio foi realizado para avaliar o efeito das condi¢cdes de preparacdo dos
lipossomas na atividade hemaglutinante da Cra. A caracterizacdo fisico-quimica e
estabilidade a longo-prazo de lipossomas contendo Cra foram também realizados. Os
lipossomas selecionados foram compostos de fosfatidilcolina , colesterol e estearilamina
na propor¢do molar de 7:2:1. Os ensaios da cinética in vitro da Cra encapsulada em
lipossomas foram realizados pela técnica de ultrafiltracdo-ultracentrifugacdo. A
atividade antitumoral de Cra-lipossomas foi investigada contra o Sarcoma-180. Os
animais foram tratados com lipossomas contendo Cra e as andlises histopatologicas do
tumor, figado e rins foram avaliados apds o tratamento. Os resultados demonstraram
que lipossomas contendo Cra conseguiram uma taxa de encapsulagcdo de 84% e uma
inibi¢do do tumor de 71%. A anélise histopatoldgica revelou que a encapsulacao da Cra
em lipossomas protege o figado e os rins do infiltrado linfocitario e reduz as areas de
necrose nos tumores tratados. A encapsulacdo da Cra-lectina em lipossomas ¢, portanto,
oferecida como uma possibilidade para reduzir a toxicidade tecidual e aumentar a

atividade antitumoral da proteina.



ABSTRACT

The present work investigates the in vitro kinetic profile and the in vivo
antitumoral activity of liposomes containing Cratylia mollis lectin (Cra). Liposomes
were prepared according to the thin film formed method. A previous study was
undertaken to evaluate the effect of liposomes preparation conditions on Cra
hemmaglutinating activity. Physicochemical characterization and long-term stability of
Cra-loaded liposomes were also carried out. Liposomes selected were composed of
phosphatidylcholine , cholesterol and stearylamine in the molar ratio of 7:2:1. In vitro
kinetics assays of encapsulated Cra were performed by ultrafiltration-ultracentrifugation
technique. Cra antitumoral activity was investigated against Sarcoma-180. Animals
were treated with Cra-loaded liposomes and histopatological analysis of tumor, liver
and kidneys were carried out after treatment. Results demonstrated that Cra-loaded
liposomes achieve 84% encapsulation ratio and 71% tumor inhibition. Histopathological
analysis revealed that encapsulation of Cra into liposomes protects liver and kidney
from limphocitary infiltration and reduces necrosis areas on treated tumors.
Encapsulation of Cra lectin into liposomes is, therefore, offered as an issue to reduce

tissue toxicity and improve antitumoral activity of such protein.





