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            Abstract
Endogenous retroviruses (ERVs), retrovirus-like elements with long terminal repeats, are widely dispersed in the euchromatic compartment in mammalian cells, comprising âˆ¼10% of the mouse genome1. These parasitic elements are responsible for >10% of spontaneous mutations2. Whereas DNA methylation has an important role in proviral silencing in somatic and germ-lineage cells3,4,5, an additional DNA-methylation-independent pathway also functions in embryonal carcinoma and embryonic stem (ES) cells to inhibit transcription of the exogenous gammaretrovirus murine leukaemia virus (MLV)6,7,8. Notably, a recent genome-wide study revealed that ERVs are also marked by histone H3 lysine 9 trimethylation (H3K9me3) and H4K20me3 in ES cells but not in mouse embryonic fibroblasts9. However, the role that these marks have in proviral silencing remains unexplored. Here we show that the H3K9 methyltransferase ESET (also called SETDB1 or KMT1E) and the KrÃ¼ppel-associated box (KRAB)-associated protein 1 (KAP1, also called TRIM28)10,11 are required for H3K9me3 and silencing of endogenous and introduced retroviruses specifically in mouse ES cells. Furthermore, whereas ESET enzymatic activity is crucial for HP1 binding and efficient proviral silencing, the H4K20 methyltransferases Suv420h1 and Suv420h2 are dispensable for silencing. Notably, in DNA methyltransferase triple knockout (Dnmt1-/-Dnmt3a-/-Dnmt3b-/-) mouse ES cells, ESET and KAP1 binding and ESET-mediated H3K9me3 are maintained and ERVs are minimally derepressed. We propose that a DNA-methylation-independent pathway involving KAP1 and ESET/ESET-mediated H3K9me3 is required for proviral silencing during the period early in embryogenesis when DNA methylation is dynamically reprogrammed.
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                    Figure 1: 
ESET is required for silencing, H3K9me3 and H4K20me3 of class I and II ERVs in ES cells.
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Figure 2: 
Intrinsic KMTase activity is crucial for ESET-mediated ERV silencing.
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Figure 3: 
Deletion of ESET does not lead to global DNA demethylation of ERVs.
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Figure 4: 
Derepression of exogenous retrovirus expression on 
Eset
 depletion is accompanied by reduced levels of proviral H3K9me3 and DNA methylation.
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	03 September 2014
Nature 464, 927â€“931 (2010); doi:10.1038/nature08858 In Fig. 1a of this Letter, it has come to our attention that the lanes for the Dnmt3l+/+ and Dnmt3lâˆ’/âˆ’ testes RNA samples were run on different gels (northern blots) but were not displayed as such. The Dnmt3lâˆ’/âˆ’ sample was originally intended as a positive control for derepression of different retroelements analysed in this paper, such as LINE-1 and IAP.
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