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dirigidas, de manera analoga con lo encontrado
en LMC. El logro de la inhibicién farmacolégica
del crecimiento tumoral y de la metastasis en
forma selectiva representaria un abordaje
ventajoso en comparacion con la destruccion
celular indiscriminada inducida por la quimioterapia
y radioterapia convencionales.

La existencia de un gran nlmero de blancos
moleculares potenciales, los cuales se
incrementaran con el avance en el estudio del
genoma humano, permite anticipar que el hallazgo
del inhibidor STI 571 sera uno de los primeros
ejemplos de una terapéutica basada y orientada
por las investigaciones en la anatomia y fisiologia
molecular de células tumorales (14).

Referencias
1. Ponder BAJ. Cancer genetics. Nature 2001;411:336-41.

2. Hanahan D, Weinberg RA. The hallmarks of cancer.
Cell 2000;100:57-70.

3. Gomez LA, Strasberg MR, Rieber M. Decrease in
actin gene expression in melanoma cells compared to
melanocytes is partly counteracted by BrdU-induced
cell adhesion and antagonized by L-Tyrosine induction
of terminal differentiation. Biochem Biophys Res Comm
1995;216:84-9.

4. Rowley JD. The critical role of chromosome
translocations in human leukemias. Ann Rev Genet
1998; 32:495-519.

5 Bartram CR, de Kiein A, Hagemeijer A, van
Agthoven T, Geurts van Kessel A, Bootsma D, et
al. Translocation of c-abl correlates with the presence
of a Philadelphia chromosome in chronic myelocytic
leukemia. Nature 1883;306:277-80.

106

. International

Biomédica 2001;21:104-6

Ben-Neriah Y, Daley GQ, Mes-Masson, Witte ON,
Baltimore D. The chronic myelogencus leukemia-
specific p210 protein is the product of the ber/fabl hybrid
gene. Science 1986; 986:212-4.

Konopka JB, Watanabe, SM, Witte ON. An alteration
of the human c-abl protein in K562 unmasks associated
tyrosine kinase activity. Cell 1984;37:1035-42.

Kurzrock R, Gutterman JU, Talpaz M. The molecular
genetics of Philadelphia chromosome-positive
leukemias. N Engl J Med 1988;319:990-8.

Hanks S K, Hunter T. Protein kinases: the eukaryotic
protein kinase superfamily: kinase (catalytic) domain
structure and classification. FASEB J 1995;9:576-96:
Biol 1994;5:367-76.

. Buchdunger E, Zimmermann J, Mett H, Meyer T,

Muller M, Druker BJ, et al. Inhibition of the Abl protein-
tyrosine Kinase in vitro and in vivo by a 2-
phenylaminopyrimidine derivative. Cancer Res 1996;56:
100-4.

. le Coutre P, Mologni L, Cleris L, Marchesi E,

Buchdenger E, Giardini R, et al. In vivo eradication
of human BCR/ABL-positive leukemia cells with an ABL
kinase inhibitor. J Natl Cancer Inst 1999;91:163-8.

. Wedge SR, Ogilvie DJ, Dukes M, Kendrew J, Curwen

JO, Hennequin LF, et al. ZD4190: an orally active
inhibitor of vascular endothelial growth factor signaling
with bread spectrum antitumor efficacy. Cancer Res
2000:60:970-5.

. Gomez LA, Strasberg MR, Rieber M. PCR-mediated

differential display and cloning of a melanocyte gene
decreased in malignant melanoma and up-requlated
with sensitization to DNA damage. DNA Cell Biol 1996;15:
423-7.

Human Genome Sequencing
Consortium. Initial sequencing and analisis of the
human genome. Nature 2001;409:860-921.



