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We asked whether iPS cells could be generated from replicatively senescent
human fibroblasts. We were not able to generate iPS cells with the four Yamanaka reprogramming
factors (Oct3/4, Sox2, KIf4, and c-Myc). However, we succeeded in generation of iPS cells, albeit
with extremely low efficiency, using lentiviral vectors expressing the four factors plus Lin28 and
non-integrating lentiviral vector for transient expression of SV40LT together with two chemical
compounds targeting epigenetic enzymes. There was no difference between iPS cells from senescent
cells and control iPS cells for cell growth and morphology up to passage 50 as well as global gene
expression profiles, DNA methylation status, and histone modifications. There was also no difference

for cellular senescence of fibroblasts differentiated from iPS cells. These results indicate that
cellular senescence caused by epigenetic changes can be rejuvenated by reprogramming.
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