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No sample size estimates were performed. The sample sizes used in this study are consistent with those used by similar genome editing and
gene regulation studies such as: Gao Y, et al. 2016. Nature Methods. 13:1043-1049; Yeo N, et al. 2018. Nature Methods. 15:611-616.

No samples/data were excluded from analysis.

All experiments were completed in replicates (at least 2 times) to verify the reproducibility of the findings, except for experiments with
transient expression and recruitment of antiHP1 or antiDNMT1 to the reporter gene (Fig. S3a). This is because we believe replicates for these
two nanobodies (when stably integrated) in Fig. 2b were sufficient. All attempts at replication were successful.

No randomization was performed. This was not relevant to the study because experimental samples were derived from the same cell line.

No blinding was performed. Blinding was not relevant to this study. Identification of samples was key to preventing mix up of experimental
samples during stable cell line generation, transfections of effectors, doxycycline treatment, and cell sorting.

Monoclonal Brilliant Violet 421 (BV421) labeled anti-CXCR4 antibody (clone 12G5 (1:20); BioLegend #306218). BV421 labeled IgG2a
Isotype Control (clone MOPC-173 (1:20); Biolegend #400260). antiDNMT1 and antiHP1 nanobody plasmids were obtained from
ChromoTek (cat# dcg) and Institut Curie (Moutel S, et al. 2016. eLife. 5:e16228), respectively.

Both antibodies were tested and validated by immunofluorescent staining with flow cytometric analysis in human peripheral blood
lymphocytes by manufacturer (validation statement and flow cytometry histogram can be found on the manufacturer’s website). The
same antibodies (same clone) but conjugated with a different fluorophore have also been tested in HEK293T cells by flow cytometry
(Gao Y, et al. 2016. Nature Methods. 13:1043-1049). We further validated the antibodies by targeting the CXCR4 gene in HEK293T
cells with dCas9-KRAB (using a previously validated sgRNA against CXCR4) to confirm the reduction in CXCR4 immunofluorescence
with flow cytometry (data in manuscript).

HEK293T cell line sourced from Takara Bio (cat # 632180).

None of the cell lines were authenticated.

Cell lines were not tested for mycoplasma contamination.




