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	CurrentPageNumber: 
	author: Ludovic Vallier
	initial: 
	revised: 
	final: 
	Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: No power calculations were performed. Sample size was determined depending on the experiment type based on what is standard practice in the field of pluripotent stem cell biology to statically examine a large effect within an in vitro system which experiences only limited biological variability (n=2-4, see Figure Legends).
	If no data were excluded from the analyses, state so OR if data were excluded, describe the exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established. : No data points were excluded from any of the analyses presented.
	For each experiment, note whether any attempts at replication failed OR state that all attempts at replication were successful.: All of the presented experiments were successfully reproduced.
	Describe how samples were allocated to groups. If allocation was not random, describe how covariates were controlled. If this is not relevant to your study, explain why.: No randomization was performed since this was not relevant to the study: all treatment/control experiments were performed on the same starting cell population (no covariates).
	Describe the extent of blinding used during data acquisition and analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: No blinding was performed. This was deemed unnecessary since none of the analyses reported involved procedures that could be influenced by investigator bias (such as manual counting/measuring and/or morphological assessments). Indeed, all analyses presented involved automated processing of data through experimental instrumentation and/or computing procedures (including counting of PLA signals presented in Fig. 2d, see the Methods)
	y: 
	na: 
	Provide a description of all commercial and custom code used to analyze the data in this study, specifying the version used OR state that no software was used.: All of the software used for the analyses presented is described in detail in the relevant Methods, which also describes the relevant parameters used when these were not the default. The software used was: MaxQuant, Perseus, Cytoscape, Enrichr, ImageJ, R/Bioconductor, Trimmomatic, TopHat 2.0.13, MetDiff, fCCAC v1.0.0, RSeQC-2.6, RCAS, DREME, DESeq2, Cufflinks, GraphPad Prism 6, Sickle, Samtools view, SeqMonk, timecourse (Bioconductor). All bioinformatic scripts have been deposited to GitHub (http://github.com/pmb59/neMeRIP-seq).
	Describe any restrictions on availability of unique materials used in the study OR confirm that all unique materials used are readily available from the authors or from standard commercial sources (and specify these sources) OR state that no unique materials were used.: All unique materials (cell lines and plasmids) are readily available from the authors
	For all antibodies, as applicable, provide supplier name, catalog number, clone name, and lot number. Also describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript OR state that no antibodies were used.: All of the antibodies used are detailed in Supplementary Table 5, which also reports the application for which they were used and the amount/dilution. The list includes: anti-CREBBP (Cell Signalling 7389); anti-EP300 (Santa Cruz sc-584); anti-FOXH1 (R&D BAF4248); anti-METTL14 (Sigma-Aldrich HPA038002); anti-METTL3 (Proteintech 15073-1-AP, and Bethyl Lab A301-567A); anti-NANOG (R&D AF1997, and Abcam ab21624); anti-OCT4/POU5F1 (Santa Cruz sc-5279); anti-SETDB1 (Cell Signalling 2196); anti-SMAD2/3 (R&D AF3797, and Cell Signalling 12470S); anti-SNON/SKIL (Santa Cruz sc-9595x); anti-SOX1 (R&D AF3369); anti-SOX17 (R&D AF1924); anti-TUB4A4 (Sigma-Aldrich T6199); anti-WTAP (Bethyl Lab A301-436A). All of the antibodies were validated to recognize the relevant human protein, and most of them were specifically validated for the relevant application, as specified on the relevant catalog pages on the suppliers' websites. In the few cases in which the antibody was not previously validated for a specific application, extensive testing in house with the appropriate negative controls was performed to confirm the specificity (see Methods and Figure legends). Such applications were: anti-METTL14 (IP and ChIP); anti-METTL3 (ChIP); anti-NANOG (flow cytometry and PLA); anti-SMAD2/3 (RIP and PLA); anti-SOX1 (flow-cytometry); anti-WTAP (PLA, RIP, and ChIP).
	Provide information on cell line source(s) OR state that no eukaryotic cell lines were used.: The H9 hESC line was obtained from WiCell (Madison, Wisconsin). The A1ATR/R hiPSC line was obtained in house and previously described in Yusa et al 2011.Yusa, K. et al. Targeted gene correction of alpha1-antitrypsin deficiency in induced pluripotent stem cells. Nature 478, 391-4 (2011).
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used have been authenticated OR state that no eukaryotic cell lines were used.: No authentication was performed on the H9 hESCs as they were used directly from the commercial supplier. The A1ATR/R was genotyped in house to confirm the presence of A1AT R/R allele. Both cell lines were routinely karyotyped by standard G-banding to confirm euploidy.
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination OR state that no eukaryotic cell lines were used.: Yes, mycoplasma screening was performed every month.
	Provide a rationale for the use of commonly misidentified cell lines OR state that no commonly misidentified cell lines were used.: No commonly misidentified cell lines were used.
	For laboratory animals, report species, strain, sex and age OR for animals observed in or captured from the field, report species, sex and age where possible OR state that no animals were used.: No animals were used
	Provide all relevant information on human research participants, such as age, gender, genotypic information, past and current diagnosis and treatment categories, etc. OR state that the study did not involve human research participants.: The study did not involve human research participants.



