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Extended Data Fig. 3 Refeeding stimulates proliferation in primitive ISC subsets 

(a) Feature heatmaps for genes encoding enterocyte, secretory lineage, and stem cell markers. 

(b) GSEA for Biton-I, II, III gene signatures among ISC subsets (clusters 5, 2 and 10) from al 

mouse.  

(c) Frequency of cell-cycle marker gene expressing cells in each ISC subset (5, 2,10) from all 

dietary condition  

(d) The proportion of each cluster within each dietary condition  

(e) Frequency of cells expressing S phase or G2/M phase cell-cycle marker genes in cluster 5, 

2, 10, and non-ISC subsets of each dietary condition. 

(f) Violin plots for the mean expression of Biton-I, -II, and III gene signature in each cluster 

among different dietary groups. 

(g) (h) Pdgfa (g) or Gkn3 (h) gene expression level in cluster 5 (left) and representative images 

of in situ hybridization (ISH, red) (right). Scar bar, 10 µm.  

(i) Top hit genes list in ISC subsets 10 where refeeding (rf) stimulates these expression levels 

compared to al or rf+rapa group.  

 *p < 0.05, **p < 0.01, ***p < 0.001, ****p < 0.0001, one-way ANOVA for (c)(f)(g)(h), Fisher's 

exact test for (e) 
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