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Invitro-manipulated embryos, such as 7n vitrofertilization (IVF), 7in vitroculture (IVC)
embryos often exhibit abnormal DNA methylation patterns in imprinted genes and
centromeric and pericentromeric satellite repeats. In this study, we found an
alternatively spliced variant of Dnmt3b lacking exon b (Dnmt3b + 5) that is specific to
mouse IVC embryos. /n vitromethylation activity assays showed that Dnmt3b + 5 had lower
activity than normal Dnmt3b. Our findings suggest that Dnmt3b 5 could induce a
hypomethylation status especially in 7n vitro manipulated embryos.
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Figure 2. Drumit 31546 (exon 6 splice form) cxpression in mouse ES cells. A DumtdhAS wos more
taghly expressed in IVC embryo-derived ES cells (IVC ES) than in ES cells generated from i iva-
developed blastocysts (Vivo ES). * P<u0S, B, Dum2baAf vas more highly expressed in ES cells tha
bl been gencrated from i vitra-manipulated embryos, such as those generated by parthenogenesis
(PG and somatic cell nuclear transfer (SCNT). ne., negative contral,
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Figure 4. De pove methylation activity of purificd AR ibi lovi
encoding Domt3bat were penerated and used to infect €9 cells, Samples obtamed 16 and 66
hours after infection were subjected to SDS-PAGE and then stained with CBB. M, medium
fractior C, cell fraction. B. Purificd protein was blotted with an anti-His antibody. C. The DNA
methylation activity [specific activity (s.a) in molhmol] of Dnmt3bl A6 and Dnmt3bl was
nitrated with NaCl,
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