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GATAL is important for differentiation, ?roliferation and apoptosis of
erythropoiesis. We have developed Gatal knock-down (Gatal.05) allele. Erythroid progenitors of
Gatal.05/X female mice, which are heterozygous mice with the Gatal.05 and wildtype alleles, are
prone to develop erythroblastic leukemia. The heterozygous mice develop leukemia reproducibly in an
approximately 30% frequency, demonstrating the presence of mice that did not develop leukemia,
despite harboring preleukemic erythroblasts abundantly in their body. We found in this study that an
outbreak of the Gatal.05-driven leukemia was emerged in an autosomal dominant and autosomal
recessive manner in 129X1/SvJ and C57BL/6J backgrounds, respectively. We also found that the
modifier(s) may be involved in the activation of RAS signaling. To the best of our knowledge, this
is the first demonstration of genetic modifiers that alter the outcome of the leukemia-related gene
signatures.
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