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Resumo de Tese / Thesis

Avaliacdo de parametros laboratoriais e clinicos de pacientes portadores de
leucemia mieldide cronica submetidos ao tratamento com mesilato de imatinibe e
sua relacio com alteragdes observadas no estroma da medula dssea
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Resumo

A leucemia mieléide cronica (LMC) ¢ caracterizada em 95%
dos casos pela presenga do cromossomo Philadelphia (Ph), que ¢
resultante da translocagéo reciproca e equilibrada entre os bragos
longos dos cromossomos 9 e 22. A conseqiiéncia molecular desta
translocacdo ¢ a geragao de uma proteina hibrida BCR-ABL, com
atividade tirosina-quinase aumentada. O mesilato de imatinib ¢
um potente competidor seletivo inibidor da proteina BCR-ABL.
O estudo foi realizado em 22 pacientes portadores de LMC, ca-
dastrados no Centro de Pesquisas Oncoldgicas de Santa Catarina
(Cepon/SC) e tratados com mesilato de imatinibe, os quais foram
acompanhados durante dois anos de tratamento. Os objetivos fo-
ram: verificar as sobrevidas global e livre de progressdo, a resposta
hematoldgica e citogenética, e verificar se existe correlagdo entre
fibrose e vascularizacdo da medula 6ssea com a resposta
citogenética. A sobrevida dos pacientes incluidos no estudo foi de
95,46%. A resposta hematologica completa foi alcangada em tem-
po médio de 1,5 meses, sendo que 72,73% mantiveram esta res-
posta durante os dois anos de acompanhamento. A sobrevida livre
de progressao da doenga foi observada em 86,36% dos pacientes.
O tempo médio para obtengdo da resposta citogenética foi de 8,78
meses ¢ foi alcangada por 63,64% dos pacientes. A fibrose foi
avaliada por meio da coloragdo de Gomori, demonstrando que a
maioria dos pacientes (59,09%) apresentou um grau de fibrose
elevado na primeira biopsia; apds o tratamento, grande parte
(72,73%) teve suas amostras normais. A vascularizagado foi avali-
ada pela marcacdo imunohistoquimica com anticorpo anti-CD34,
sendo que 54,55% dos pacientes apresentaram alterag@o impor-
tante na primeira biopsia de medula. Apos o tratamento, 72,73%
das amostras apresentaram uma diminui¢do na contagem de vasos.

A resposta citogenética apresentou um alto grau de correlacdo
tanto com a fibrose como com a vascularizagdo (p<0.05), de-
monstrando que, quanto maior o grau de fibrose, e maior nimero
de vasos, menor a possibilidade da resposta citogenética ser
alcangada. Este estudo vem fortalecer a hipotese de que o estroma
da medula 6ssea de pacientes portadores de LMC apresenta alte-
ragdes significativas, a ponto de interferirem na resposta terapéu-
tica e terem relagdo direta com a sobrevida dos individuos.

Palavras-chave: Leucemia mieldide cronica; mesilato de
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Abstract

Chronic myeloid leukemia (MLC) is characterized by the
presence of the Philadelphia chromosome, the result of a reciprocal
and balanced translocation between chromosomes 9 and 22, which
is present in approximately 95% of all cases. The molecular
consequence of this translocation is the generation of a hybrid
protein called BCR-ABL, which presents increased tyrosine kinase
activity. Imatinib mesylate is a powerful competitive and selective
inhibitor of this protein. This study was performed with 22 MLC
patients, registered in Centro de Pesquisas Oncoldgicas de Santa
Catarina (CEPON) who were treated with imatinib mesylate and
followed-up over 2 years of treatment. The goals of this study
were: to evaluate the overall and progression-free survival and the
hematologic and cytogenetic responses and to verify whether there
is any correlation between marrow stroma and the cytogenetic
response. The survival rate of patients was 95.46%. A complete
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hematologic response was achieved in a mean time of 1.5 months,
with 72.73% maintaining this response during the 2 years of
monitoring. A progression-free survival rate was observed in 86.36%
of patients during this period. The mean time to obtain a
cytogenetic response was 8.78 months which was achieved in
63.64% of patients. Fibrosis was evaluated by Gomori staining
(silver impregnation method). Most patients (59.09%) presented
a high degree of fibrosis in the first biopsy. After treatment, the
fibrosis samples normalized for the majority of patients.
Vascularization was assessed by immunohistochemistry marking
using the CD34 antibody with 54.55% of patients presenting
with significant changes in the first bone marrow biopsy. After
treatment, 72.73% of the samples demonstrated a reduction in the
number of vessels. The cytogenetic response had a high correlation
both with fibrosis and vascularization (p<0.05) showing that the
greater the degree of fibrosis and the larger the number of vessels,
the lower the probability of achieving a cytogenetic response is.
This study supports the hypothesis that the bone marrow stroma
of patients with CML presents with significant changes, thereby
interfering in the therapeutic response and consequently the
survival of individuals.

Key words: Chronic myeloid leukemia; imatinib mesylate;
bone marrow; cytogenetic response; hematologic response; fibrosis;
vascularization.
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