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Control of gene amplification-rate in animal cells, and its application
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We examined how the IR/MAR sequence, which promote replication initiation, acceler
ate the gene amplification that was stimulated by the Mtx treatment. Consequently, we uncovered that the
IR/MAR sequence enable the initial extrachromosomal maintenance and multiplication of the introduced seque
nce, which allowed its integration to the multiple chromosomal loci that might be proximity to the chromos
omal fragile sites. Thus, the target sequence might efficiently be amplified at the chromosomal context b
y the BFB cycle, after the Mtx treatments. Our study uncovered the gene amplification mechanism during ca
ncer development. Furthermore, it provided the mechanistic base for the efficient production of protein p
harmaceuticals.
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