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RESUMO

Estudos mostram que a incidéncia do tumor de cortex adrenal (TCA) € 10 a 15 vezes
maior no estado do Parand quando comparada a de outras regides do mundo. Mutacdo
germinativa 7P53 R337H foi descrita em mais de 90% das criangas atendidas no
Hospital de Clinicas da UFPR. Os objetivos deste estudo foram: 1) identificar o
coeficiente de mortalidade por TCA na regido metropolitana de Curitiba com dados de
base populacional, como meio de corroborar a estimativa de maior incidéncia. Para
célculo do coeficiente de mortalidade, foram analisadas as declaragdes de Obito por
TCA do periodo de 1998 a 2003; 2) a partir do conhecimento da amplificacao do 9q34
e utilizando as técnicas de FISH e western blot, estudar o gene SF-1 e a sua expressao,
acreditando-se que estejam amplificados nos TCAs. A amplificacdo do SF-I foi
avaliada por FISH em 9 tumores fixados em parafina, previamente estudados por
hibridizagdo gendmica comparativa, e avaliada em outros 10 tumores, cujas amostras
estavam também disponiveis em tecido congelado, por FISH e western blot 3) estudar
a expressdo de transcritos e de proteinas do gene DAX-1, um dos principais fatores
contra reguladores do SF-1, ambos importantes para o desenvolvimento € manuten¢ao
do cortex adrenal. Trés amostras de tecido adrenocortical normal foram usadas como
controle. Os resultados foram: (1) coeficiente de mortalidade padronizado para idade,
1,6/milhdo de criangas abaixo de 15 anos. Como a letalidade por TCA nesta regiao é
de 45%, conclui-se que a incidéncia do TCA seja 3,5 casos/milhdo de criancas abaixo
de 15 anos, ou seja, confirma a incidéncia estimada em publicagdes anteriores; (2)
encontrou-se que o gene SF-1 estd amplificado em 89 % dos 9 tumores e em 60% dos
10 tumores. O numero médio de copias do gene SF-1, 3,26 + 0,83, encontrado, €
compativel com um aumento médio de 6,9 vezes na expressao protéica em relacdo ao
cortex adrenal normal. Estes achados ndo tiveram correlacdo com idade e
estadiamento, nem diferiram com o sexo, forma clinica, histologia ou evolucao; (3) foi
encontrado aumento da concentracao de transcritos de DAX-/ e aumento da expressao
protéica em 13 tumores analisados. Os adenomas e carcinomas apresentaram valores
maiores do que o cortex adrenal normal. Nao foi encontrada associacdo entre os
valores de DAX-1, os achados laboratoriais e a forma clinica. A expressao aumentada
de SF-1 e de DAX-1 sugerem que estes genes possam estar envolvidos na patogénese
do TCA.

Palavras-chave : tumor de cortex adrenal, incidéncia, mortalidade, SF-1, DAX-1
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ABSTRACT

Reports in the literature claim that the incidence of adrenocortical tumor (ACT) in the
State of Parana (southern Brazil) is 10 to 15 times higher than that in other parts of the
world. A germline 7P53 R337H mutation was originally described in more than 90%
of the children seen in the Department of Pediatrics of the Federal University of
Parana. The aims of this study were: 1) to identify the mortality coefficient due to
ACT in the Curitiba (capital of Parand) metropolitan area, using population database
as a means to corroborate the assertive that the above mentionated incidence holds
correct; to calculate the mortality coefficient, death declaration filled during the period
1998-2003 were reviewed; 2) based on the knowledge gathered after the amplification
of 9q34 and utilizing FISH and western blot analysis, to study the SF-/ gene and its
expression to see whether they are amplified in the ACT; the amplification of SF-/
was evaluated by the FISH method in 9 and previously studied by comparative
genomic hybridization; and in 10 others with available frozen tumors, by both FISH
and western blot (two samples of normal adrenocortical gland were equally evaluated);
and 3) to study the expression of transcripts and proteins of the DAX-1 gene, that is a
key factor in the regulation of the SF-1 gene and plays, with SF-1, an important role in
the development of the adrenal cortex. The following results were obtained: 1) a
standardized for age mortality coefficient of 1.6/million children < 15 y of age; as
lethality due to ACT in the Curitiba area is around 45%, it can be concluded that the
incidence of ACT is 3.5 cases/million children < 15 y of age, confirming previous
studies; 2) an amplification of SF-1 gene was found in 89 and 60% in the groups of 9
and 10 tumors respectively; the mean number of copies of SF-/ gene was 3.3+0.83
which is compatible with a mean of 6.9 fold increase of protein expression when
compared to the control; however these findings had no correlation with age, sex,
clinical presentation, tumor staging, histology and survival; 3) a significant augment of
DAX-1 transcripts and protein expression was found in 13 tumors analyzed; adenomas
and carcinomas exhibit highest values, followed by normal tissue; when DAX-1 values
were compared to clinical and laboratory aspects no relation was found. In summary,
these data confirmed the high incidence of ACT previously reported and that possibly
SF-1 and DAX-1 could play a role in the pathogenesis of ACT.

Key-words: adrenocortical tumor, incidence, mortality, SF-1, DAX-1.
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