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GIST T1 cell line has been incubated with various concentrations of imatinib and
generated imatinib-resistant cells with and without secondary mutations. We found the results as follows;
1. Persistent cells had great changes in the transcriptosomes, whereas resistant cells showed great
changes in the genetic mutations. 2. Secondary KIT mutations found in resistant cells could not be chased
into and detected in parental cells. This was also confirmed usin? clinical materials. 3.
Phylogenetic-tree analysis, in which branch lengths represent evolutionary time measured by VAF
increments, indicated that all resistant cell lines had a similar break point time in generating
imatinib-resistance.

These results may suggest that, in the cell lines, imatinib-resistant cells may considered to be
generated from a crowd which have expression of detoxification and apoptosis-resistance genes, but not
from pre-existing parental cells.
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