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RESUMO

Trypanosoma cruzi e Leishmania sdo parasitas intracelulares obrigatorios em células
de hospedeiros mamiferos. A infeccdo humana mediada por parasitas € um processo
extremamente rapido e estes devem dispor de estratégias de evasdao da lise
imediatamente apds a inoculacdo para escapar dos efeitos deletérios do soro apos
ativagdo do sistema complemento. Distintas moléculas da superficie celular em
diferentes organismos estdo envolvidas nos processos de resisténcia a lise pelo
complemento. Em 7. cruzi foi identificada uma molécula envolvida com a
resisténcia a lise pelo complemento. Uma proteina de 160 kDa denominada CRP
(complement regulatory protein) de 7. cruzi restringe a ativacao das vias classica e
alternativa evitando a acao proteolitica da C3 convertase. Em Leishmania moléculas
tais como gp-63, LPG parecem ser responsaveis pela evasdo da lise, mas os
mecanismos ainda nao estdo claros. Um outro exemplo de mecanismo de resisténcia
a lise pelo complemento ¢ conferido por uma proteina de 32 kDa chamada CRIT
(C2 receptor inhibitor trispaning) expressa na superficie de formas adultas de
Schistosoma que se liga ao componente C2 evitando a formagdo da C3 convertase.
Neste trabalho pretende-se entender a ativacdo do sistema complemento por
parasitas e identificar moléculas envolvidas com a lise pelo complemento em
tripanosamatideos. Através de procedimentos de transfeccdo e sobrexpressao de
CRP e CRIT em T. cruzi e Leishmania analisamos a fun¢do destes genes,
difrenciando-os de parasitas selvagens. Foram realizadas cinéticas de ativacao do
complemento em diferentes tripanosomatideos com o uso de soro humano normal
para avaliar o efeito do complemento sobre os parasitas. A aquisi¢cao de resisténcia a
lise pelo complemento com o uso de parasitas transgénicos favorece a compreensao
dos mecanismos que determinam a infec¢do e possibilita o desenvolvimento de
medidas quimioterapicas.



ABSTRACT

Tripanosoma cruzi and Leishmania are obligated intracellular parasites in cells of
hosts mammals. However the parasites can be found in three different habitats
during its cycle of life: the intestine of the insect vector, the extracellular space of
the vertebrate host and in cells of the fagocitico system. After inoculation of
metaciclic tripomastigotas forms and promastigotas forms of 7. cruzi and
Leishmania respectively, the parasites are displayed to the potential litics effect of
the normal serum and lyses mediated by the complement can compromise the
survival of the parasite. The infection human being mediated for parasites is a
process extremely fast and the parasites must make use of strategies of evasion of
lyse immediately after the inoculation to escape of the deleterious effect of the
serum after activation of the system complement. Distinct molecules of the cellular
surface in different organisms are involved in the resistance processes lyse for the
complement. In Trypanosoma cruzi was identified a molecule involved with the
resistance lyse for the complement. A protein of 160 kDa called CRP (complement
regulatory protein) of 7. cruzi restricts the activation of the classic and alternative
pathways preventing the proteolitics action of the C3 convertase. In Leishmania
molecules such as gp-63, LPG seem to be responsible for the evasion of lyse, but the
mechanisms still are not clear. One another example of resistance mechanism lyse
for the complement is conferred by a protein of 32 kDa called CRIT (C2 receptor
inhibitor trispaning) express in the surface adult forms of Schistossoma that if binds
to the C2 component preventing the formation of the C3 convertase. The goal of this
work is to understand the activation of the complement system for parasites and to
identify molecules involved with lyse for the complement in tripanosamatideos.
Through procedures of transfec¢do and overexpresion of CRP and CRIT in 7. cruzi
and Leishmania we analyze the function of these genes in transgenics and wild
parasites. For this purpose we have made differents constructions with CRP and
CRIT genes using these vectors. They had been carried through kinetic of activation
of the complement in different tripanosomatideos with the use of normal human
serum to evaluate the effect of the complement on the parasites. The acquisition of
resistance to lyse mediated by the complement with the use of different transgenics
parasites favored the understanding of the mechanisms that determine the infection
and opens possibilities of development of chemotherapeutics measures for control of
the illnesses.





