	Table S3. Complete statistical analysis summary of CRISPR-edited cells.


	Drug
	Fulvestrant
	Drug
	4-OHT

	Clone
	T47D
	WT
-1
	WT
-2
	Y537S
-1
	Y537S
-2
	D538G
-1
	D538G
-2
	Clone
	T47D
	WT
-1
	WT
-2
	Y537S
-1
	Y537S
-2
	D538G
-1
	D538G
-2

	N
	12
	16
	25
	13
	9
	10
	10
	N
	10
	7
	12
	6
	6
	9
	8

	IC50

	0.7
±
0.1
	0.7 ±
0.1
	0.9 ±
0 .1
	10.3
±
1.3
	11.5
±
1.4
	4.9
±
0.4
	5.1
±
0.8
	IC50

	8.3
±
1.7
	11.6
±
1.3
	6.8
±
1.1
	59.4
±
8.2
	60.3
±
4.5
	26.8
±
3.0
	33.8
±
3.8

	Hill
Slope
	1.1
	1.1
	1.3
	1.4
	1.6
	1.2
	1.7
	Hill
Slope
	2.0
	2.2
	1.7
	1.7
	2.2
	2.1
	2.1

	P-value vs. WT-1
	
	
	
	< .0001
****
	< .0001
****
	< .0001
****
	.0006
***
	P-value vs. WT-1
	
	
	
	.0019
**
	< .0001
****
	.0008
***
	.0004
***

	P-value vs. WT-2
	
	
	
	< .0001
****
	< .0001
****
	< .0001
****
	.0006
***
	P-value vs. WT-2
	
	
	
	.0012
**
	< .0001
****
	< .0001
****
	.0001
***

	Drug
	AZD 9496
	Drug
	Peruvoside

	Clone
	T47D
	WT
-1
	WT
-2
	Y537S
-1
	Y537S
-2
	D538G
-1
	D538G
-2
	Clone
	T47D
	WT
-1
	WT
-2
	Y537S
-1
	Y537S
-2
	D538G-1
	D538G
-2

	N

	5
	6
	7
	7
	6
	9
	9
	N
	7
	7
	11
	7
	7
	7
	5

	IC50

	1.1
±
0.1
	1.0 ±
0.2
	0.7 ±
0.1
	8.2
±
1.8
	19.6
±
3.5
	5.6
±
1.4
	3.1
±
0.6
	IC50

	47.4
±
8.1
	52.9
±
4.0
	44.6
±
5.2
	43.3
±
7.8
	42.4
±
4.6
	44.4
±
2.2
	43.1
±
4.3

	Hill
Slope
	1.2
	1.5
	1.4
	1.5
	1.6
	1.4
	1.3
	Hill
Slope
	2.1
	2.1
	2.1
	2.1
	1.7
	2.2
	2.2

	P-value vs. WT-1
	
	
	
	.0064
**
	.0029
**
	.0116
*
	.0059
**
	P-value vs. WT-1
	
	
	
	0.3
	0.1
	0.1
	0.1

	P-value vs. WT-2
	
	
	
	.0053
**
	.0028
**
	.0084
**
	.0027
**
	P-value vs. WT-2
	
	
	
	0.9
	0.8
	1.0
	0.8

	Summary of ER antagonist data detailing sample size, IC50, Hill Slope, and statistical analysis for each cell line examined in these studies. P-values of <0.05 were obtained using an unpaired, 2-tailed t-test with Welch’s correction comparing WT IC50 values to those of Y537S and D538G mutants. For each cell line tested, ≥5 independent experiments with triplicate data points were conducted.
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