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Extended Data Figure 11 (preceding page): Cis-regulatory element analysis using ENCODE chromatin
data and single-cell RN A-seq data. (a) A flowchart of the analysis (b) Computationally predicted regulatory elements
at the Myog locus. From the top to the bottom are the tracks for limb IDEAS active DHS (black bars), cell-type affiliated
ones among the former (purple bars), IDEAS scores of limb and liver samples from early to late timepoints, bulk DNAse-
seq raw data, bulk RNA-seq raw data, and aggregated C1 single-cell RNA-seq data per cell type. Validation of the Mu3
element in mouse embryo by enhancer assay is also included at the bottom right. (Modified, with permission, from Yee
and Rigby 1993, Cold Spring Harbor Laboratory Press)®. Lower: examples of limb-positive enhancer results from the
VISTA database that are not cell-type-specific. (¢) UCSC genome browser visualization of the Clgb locus, which is in the
limb macrophage cluster. Three cEnhs for limb-specific expression of this macrophage gene were identified (Lb1-3). (d)
Enriched motifs over regulatory elements. Motifs enriched at the distal elements or promoters of positive and negative
markers for each cell type found in the 10x data (see Methods) are visualized using a similar method as Fig. 2b. Colors
and numbers of the round nodes correspond to 10x cell type identities (legend at lower right), while the grey and yellow
ovals represent shared and unique motifs, respectively. (e) Comparison between FANTOMS5 detected promoters and
enhancers with promoters and enhancers detected in this study. Elements labeled as “other” are either active or poised
in limb generally, but are not cell-type preferential. (f) UCSC Genome Browser shot at the MyoD1 locus. DHS locus
accessibility data are shown, along with H3K4me2 and H3K4me3 histone ChIP-Seq data. Blue arrows indicate regions of
early chromatin accessibility (see text and Fig. 4a).
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