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ResuMo: No presente trabalho foram estudadas as propriedades téxica, terapéutica, citotoxicae
genotdxica do cloreto de cis-tetraaminodiclororuténio (III), um dos diversos compostos metalicos
reconhecidos como poderosos agentes antitumorais. Animais Balb/c machos foram transplan-
tados sc. com células do sarcoma 180. O complexo de ruténio (III) foi dissolvido em PBS estéril e
injetado i.p. nas doses de 10 e 30mg/kg de animal (inferior a DL, de 100mg/kg), em diferentes
intervalos de tratamento. Apés o 15° dia p6s-implante tumoral, os animais foram sacrificados, e
o pulmio, rins, figado e tumores, processados para anélise histopatoldgica. O sangue foi retirado
para as andlises hematoldgica e bioquimica. A citotoxicidade foi testada sobre Staphylococcus
aureus e Escherichia coli, células S180, e o efeito genotéxico in vivo, sobre células da medula gssea
de camundongos Swiss. A interagdo do complexo de ruténio com DNA também foi investigada.
O composto metélico provocou a redugio do volume e peso tumoral e aumentou a sobrevida dos
animais tratados. Os niveis séricos de LDH, creatinina e bilirrubina foram elevados, mas nenhu-
ma alteragdo histopatoldgica grave e irreversivel foi observada nos tecidos analisados. Embora o
composto ndo tenha causado anemia, reduziu a quantidade de leucdcitos nos animais tratados.
O tecido tumoral dos animais tratados mostrou células necréticas e tecido de granulagdo, e
auséncia de células S180 vidveis. Nas concentrages testadas, o cis-{[RuClL(NH,),]CI(III) ndo foi
genotéxico, embora citotéxico para as bactérias e para as células S180. O complexo de Ru (III)
ligou-se a0 DNA e, na presenga do agente redutor, causou fragmentagdo do DNA plasmideal. Os
dados indicam que o cis-[RuClL(NH,),ICl, cujo mecanismo de agdo parece envolver a molécula de
DNA, é um poderoso agente antitumoral in vitro e in vivo.
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ABSTRACT: Several metallic compounds, regarded as powerful antitumoral agents, have been
synthesized and tested in vivo and in vitro. In the present study toxicity, therapeutics and cyto-




toxicity properties of the cis-tetraamminedichlororuthenium (III) chloride were analyzed. Balb/
¢ mice were sc. inoculated with murine sarcoma 180 cells. The ruthenium (IIT) compound was
dissolved in sterile PBS and 10 and 30mg/kg (lower than LD, of 99,76mg/kg) then injected
intraperitonealy in the mice at set intervals of treatment. On day 15 post-tumor transplant, the
animals were sacrificed and their lung, kidney, liver and tumor tissues processed for histopatho-
logical analysis and the blood for hematological and biochemical analysis. Cytotoxicity was
assessed for Staphylococcus aureus and Escherichia coli, 5180 cells and in vivo genotoxic effect on
bone marrow cells of Swiss mice. The interaction between the ruthenium compound with the
DNA was also analyzed. The metallic compound resulted in tumoral volume and weight reduc-
tion and increased survival in treated animal. There were increases in plasma LDH, creatinine
and bilirubin levels, but no serious or irreversible histopathological alteration was observed in
the analyzed tissues. Although the Ru compound did not to cause anemia, it reduced the level of
leukocytes. Absence of viable 5180 cells and presence of necrotic cells and granulation tissue
were observed in treated animal tumoral tissue. For the tested doses, the cis - RuClL(NH,),CI(III)
was not genotoxic, nonetheless it was cytotoxic on bacteria and S180 cells. The Ru (III) compound
interacts to DNA and when in presence of a reductor agent, it caused plasmideal DNA to frag-
ment. These results point out that the cis-RuCl,(NH,),Cl compound is a potent antitumoral drug
in vitro and in vivo, which action mechanism seem to involve binding to DNA molecule.
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