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Abstract
Acute lymphoblastic leukemia (ALL) is a well-known malignant disorder affecting both children and adults. Although the therapeutic limits have been maximized and optimized greatly, a better understanding of ALL is required for further

improvements as prognostic value and cancer risk, to name a few. The genetic background has been revealed as critical to further improve the prognosis and diagnosis of ALL and other multiple malignant disorders. Hence this project
proposes to study the individual genetic polymorphisms in Mdm4, a downstream gene in the P53 pathway in order to determine the susceptibility to this affection in the Caucasian population in Barcelona, Spain.

Hypotheses and Objectives

Multiple studies of the p53 pathway elements - being the most relevant the
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transcription factor, is the core regulator to initiate cell-cycle arrest,
apoptosis, senescence and DNA repair. Under no cellular stress conditions,
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To determine which, if any, Mdm4 SNPs are the ones responsible for an
increased ALL risk in population according to statistical significance and
thus to provide, if possible, new targets for further cancer susceptibility
studies.

Transcriptional

p53 is usually repressed by its direct negative regulator: MDM2, which binds imtersctcen “,“;",:f:‘.;‘“" — + To provide more clarity regarding future polymorphism association studies,
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Further studies have shown the correlation between specific genetic variants The p53 pathway. Reference: Nat Rev Cancer © 2009 susceptibility, with multiple applications in modern pharmacogenomics.

and ALL susceptibility in Mdm2 and p53 but the correlation between Mdm4

genetic variants and ALL has yet to be reported Nature Publishing Group.

Material and Methods
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Expected results

* The most likely result is accepting the alternative hypothesis and refute the null one
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A detailed amount of information regarding non neutral haplotypes and alleles and
whether they are or they aren’t under selection pressure.

+ The study may identify novel associated SNPs, which can be translated into novel
susceptibility markers for ALL and possible targets for further studies.
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