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Figure S1. The HR-ESIMS data of 1.
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Figure S2. The 1H NMR spectrum of 1 (CD3OD, 800 MHz).
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Figure S3. The 13C NMR spectrum of 1 (CD3OD, 200 MHz).
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Figure S4. The 1H-1H COSY spectrum of 1 (CD3OD).
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Figure S5. The HSQC spectrum of 1 (CD3OD).
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Figure S6. The HMBC spectrum of 1 (CD3OD).
[image: image7.jpg](A) (B)

Phe356

Phe404

Arg394




Figure S7. Re-docked pose of 17β-estradiol superimposed over X-ray pose in the active site of (A) ER-α (PDB code: 1A52) and (B) ER-β (PDB code: 5TOA). Carbon is green blue (re-docked), magenta (co-crystalized) and grey (amino acid residues). Other atoms are colored by atom type. The hydrogen bonds are presented as green dashes and π-π interaction as purple dashes, respectively.
[image: image8.jpg]ER-a (pdb id:1A52)

ER-B (pdb id:5TOA)

Ligand Surflex-Dock Ky Gibbs free energy* Ligand Surflex-Dock Ky Gibbs free energy*
Score (4G ping) Score (4G ping)
(-logKo) (-logKo)
1 1.7299 1.86*101(-2) -2.36 kcal/mol 1 1.9724 1.06*107(-2) -2.69 kcal/mol
17B-estradiol 5.2866 5.17*107(-6) -7.21 kcal/mol 17B-estradiol 4.1318 7.38*107(-5) -5.63 kcal/mol
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Figure S8. Calculated Gibbs free binding energy for 1:ER versus 17β-estradiol:ER complex.
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Figure S9. The 1H NMR spectrum of 2 (CD3OD, 800 MHz).
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Figure S10. The 1H NMR spectrum of 3 (CD3OD, 800 MHz).
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Figure S11. The 1H NMR spectrum of 4 (CD3OD, 800 MHz).
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Figure S12. The 1H NMR spectrum of 5 (CD3OD, 800 MHz).
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Figure S13. The 1H NMR spectrum of 6 (CD3OD, 800 MHz).
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Figure S14. The 1H NMR spectrum of 7 (CD3OD, 800 MHz).
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Figure S15. The 1H NMR spectrum of 8 (CD3OD, 800 MHz).
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Figure S16. The 1H NMR spectrum of 9 (CD3OD, 800 MHz).
[image: image17.png]ez
e
a7

eo'c
ie
e

as
&>

s
a0 rv

SGR2
SGR2

35 30 25 20 15 1.0 05 00

4,0

85 80 75 7.0 65 6.0 55 50

9.0

1 (pm)




Figure S17. The 1H NMR spectrum of 10 (CD3OD, 800 MHz).
[M-H]-








S3

