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            Abstract
The application of human embryonic stem cells (HESCs) to provide differentiated cells for regenerative medicine will require the continuous maintenance of the undifferentiated stem cells for long periods in culture. However, chromosomal stability during extended passaging cannot be guaranteed, as recent cytogenetic studies of HESCs have shown karyotypic aberrations. The observed karyotypic aberrations probably reflect the progressive adaptation of self-renewing cells to their culture conditions. Genetic change that increases the capacity of cells to proliferate has obvious parallels with malignant transformation, and we propose that the changes observed in HESCs in culture reflect tumorigenic events that occur in vivo, particularly in testicular germ cell tumors. Further supporting a link between culture adaptation and malignancy, we have observed the formation of a chromosomal homogeneous staining region in one HESC line, a genetic feature almost a hallmark of cancer cells. Identifying the genes critical for culture adaptation may thus reveal key players for both stem cell maintenance in vitro and germ cell tumorigenesis in vivo.
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                    Figure 1: Representative cytogenetic data from a HESC line maintained in Sheffield.[image: ]


Figure 2: Ideogram of all reported chromosome abnormalities in HESCs.[image: ]


Figure 3: Interphase FISH analysis of H14.s3 cell line hybridized with an iso17q probe (Kreatech Biotechnology) specific for the p53 (17p13) and MPO (17q23) genes.[image: ]


Figure 4: Evidence of a minimal region of amplification on chromosome 17q in culture-adapted HESCs.[image: ]


Figure 5: Characterization of the HSR in the abnormal HESC line H14.[image: ]
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