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Supplementary Figures
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Supplementary Figure 1. Csn2 gene is regulated during lactation. Expression of Csn2 gene was measured by RNA-seq in virgin mammary tissue from WT and mutant mice (n = 3).




















Supplementary Tables

Supplementary Table 1. List of all genes with normalized read counts in each replicate at virgin, L1 and L10 mammary tissue, log2 (fold change), their p-value and adjusted p-value.

Supplementary Table 2. List of all genes with normalized read counts in each replicate at L1 mammary tissue between WT and ∆E1/2/3, ∆P or P-E1/2/3 mutants, log2 (fold change), their p-value and adjusted p-value.

Supplementary Table 3. List of all genes with normalized read counts in each replicate at virgin mammary tissue between WT and ∆P or P-E1/2/3 mutants, log2 (fold change), their p-value and adjusted p-value.


















Supplementary Table 4.
Sequences of sgRNA for CRISPR/Cas9 and Base editing targeted mice.
	Target site
	sgRNA sequences

	E1
	5’-AGATGGTTCACAAACTCAACAGG-3’
5’-AGTGAACCCTAATGTAACAGTGG-3’

	E2/3
	5’-GCTGTTCTTAATTCAGGCCCAGG-3’
5’-GAACTGGCCCTTATCATTACTGG-3’

	P
	5’-TCAATTCCAAGAAGTCTACGTGA-3’
5’-TTCTTGGGAAAGACAATAGA-3’
























Supplementary Table 5.
Characterization of mutant mice generated by CRISPR/Cas9 and base editing. The GAS and GR binding motifs of the Csn2 enhancers and promoter are highlighted in yellow and pink, respectively.
	Mice
	Target sequence at E1

	
WT
ΔE1
	         472bp                                      869bp
TTTTGATCTT…GATTGCCAATGCCAGCCAACAATATATGACTTCTAAGAAAAT…TGGCGTATT
TTTTGATCTT…------------------------------------------…TGGCGTATT



	Mice
	Target sequence at E2/3

	
WT
ΔE2/3
	         184bp           64bp           8073bp
TGGTGATATA…GAGTTCAAAGAAGGC…GGATTCTTAGAAAAG…TACTGGGTGC TGGTGATATA…---------------…---------------…TACTGGGTGC



	Mice
	Target sequence at P

	WT
ΔP
ΔP-A
ΔP-B
	TTCCAAGAAGTCTACGTGATTAGAAAATGGTTTCTTTCTATTGTCTTTCCCAAGAA TTTCAAGAAGTCTACGTGATTAGAAAATGGTTTCTTTCTATTGTCTTTCCCAAAAA
TTTCAAGAAGTCTACGTGATTAGAAAATGGTTTCTTTCTATTGTCTTTCCCAAGAA
TTCCAAGAAGTCTACGTGATTAGAAAATGGTTTCTTTCTATTGTCTTTCCCAAAAA
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