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Figure S1: The structural formula of SCR-6139 and SCR-6515. In silico molecular modeling studies showed the superposition of SCR-6139 (blue), SCR-6515 (green), fulvestrant (yellow), and 4-hydroxy tamoxifen (orange) in the antagonistic binding pocket of ERα.
[image: ]Figure S2: A nuclear translocation assay was used to evaluate the antagonistic activities of SCR-6852 or Fulvestrant. HEK293T cells were transfected with pBIND-ERα and pGL4.35 [luc2P/9XGAL4 UAS/Hygro] plasmids, following with Estriol stimulation.
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Figure S3: ERα degradation in MCF7 was determined using an In-Cell Western assay. ERα levels were quantified by immunofluorescence assay, in duplicate, 24-hr post compound treatment.
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Figure S4: SCR-6852 exhibited the selective inhibition activity on ER+ cell line proliferation comparing to ER- cells.
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Figure S5: The in vivo anti-tumor studies were carried out in xenograft models. The animal body weights were monitored and recorded. No significant change was found during the treatments. a, MCF7 xenograft model; b, T47D model; c, the intracranial MCF-7 tumor model; d, MCF7 xenograft model.
Table S1: Selectivity and in vitro safety of SCR-6852
	Target
	SCR-6852, IC50 µM
	Selectivity fold

	Estrogen Receptor alpha (ERα)※
	0.019
	

	Estrogen Receptor beta (ERβ) ※
	0.104
	5.5

	 Progesterone Receptor※
	7.847
	413

	Androgen Receptor※
	>10
	>500

	Safety panel# (73 assays)
	>10
	>500

	Muscarinic acetylcholine receptor M 1
	2.02
	106

	Muscarinic acetylcholine receptor M 2
	0.854
	45

	5-HT (HTR3A)
	5.15
	271

	Nav1.5
	6.33
	333

	Dopamine transporter
	3.84
	202


※Selectivity assays were performed using a nuclear translocation-antagonist assay. Safety panel, screened on SAFERYscan E/IC50 ELECT-78 assays, by Eurofins Discovery. Safety panel# data including targets except the following five (DAT, Nav1.5, 5-HT, CHRM1, CHRM2).
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