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Telomere function in premature aging phenotypes of BubRl deficiency
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Germline mutations that reduce BubRl induce premature ageing phenotypes in
mice. However, the molecular mechanism underlying the premature ageing phenotypes remain
incompletely understood. The aim of this study is to study whether ageing phenotypes are associated
with instability of telomeres. We generated the human mutation (1833delT) knock-in mice. During this

process, we obtained a mouse carrying a 12-bp deletion (A 608-611 LAST) in exon 15 of BubR1. No
homozygous mice for 1833delT were generated, suggesting that complete BubR1l deficiency causes the
embryonic lethality. On the other hand, compound heterozygotes for 1833delT and the 12-bp deletion
were generated according to the Mendelian inheritance. However, accelerated aging was not observed
in these mice before the age of 5 months.
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