	Table S1.  E2 EC50 values are similar for both CRISPR-edited and lentiviral-transduced cells.

	Cell Line
	Average E2
EC50 (pM)  ± SEM/SD

	Parental T47D
	16 ± 1.0

	WT-1 CRISPR
	25 ± 2.4

	WT-2 CRISPR
	20 ± 2.5

	Y537S-1 CRISPR
	N/A

	Y537S-2 CRISPR
	N/A

	D538G-1 CRISPR
	19 ± 0.6

	D538G-2 CRISPR
	21 ± 0.9

	WT-1 Lentiviral
	20 ± 1.4

	WT-2 Lentiviral
	24 ± 0.7

	Y537S-1 Lentiviral
	N/A

	Y537S-2 Lentiviral
	N/A

	D538G-1 Lentiviral
	17 ± 0.8

	D538G-2 Lentiviral
	22 ± 4.2

	E2 EC50 values were calculated from 3 independent experiments and the average EC50 value ± SEM is shown for CRISPR and lentiviral clone #1 cells. E2 EC50 values were calculated from 2 experiments and the average EC50 value ± SD is shown for lentiviral clone #2 cells. No E2 dose response was observed for Y537S mutants due to relative E2 insensitivity in either CRISPR or lentiviral cells.
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