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Figure S1. Docking analysis of salicylketoxime 2b into ERβ binding site.  
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Analytical data on intermediate compounds 

 

1-(6-Hydroxy-3-(4-methoxyphenyl)phenyl)ethanone (5e). (58% yield from 3) 
1
H NMR 

(CDCl3) δ (ppm): 2.69 (s, 3H), 3.86 (s, 3H), 6.99 (AA'XX', 2H, JAX = 8.4 Hz, JAA'/XX' = 2.2 Hz), 7.05 

(d, 1H, J= 8.4 Hz), 7.46 (AA'XX', 2H, JAX = 8.4 Hz, JAA'/XX' = 2.2 Hz), 7.66 (dd, 1H, J = 8.4, 3.0 Hz), 

7.86 (d, 1H, J = 3.0 Hz), 12.23 (exchangeable s, 1H). 

1-(6-Hydroxy-3-(3-fluoro-4-methoxyphenyl)phenyl)ethanone (5f). (66% yield from 3) 
1
H 

NMR (CDCl3) δ (ppm): 2.70 (s, 3H), 3.94 (s, 3H), 6.99-7.09 (m, 2H), 7.22-7.31 (m, 2H), 7.65 (dd, 

1H, J = 8.4, 2.4 Hz), 7.84 (d, 1H, J = 2.4 Hz), 12.26 (exchangeable s, 1H). 

1-(6-Hydroxy-3-(4-fluorophenyl)phenyl)ethanone (5g). (55% yield from 3) 
1
H NMR (CDCl3) δ 

(ppm): 2.70 (s, 3H), 7.06 (d, 1H, J = 8.8 Hz), 7.14 (double AA’XX’, 2H, 
3
JHF-o = 9.0 Hz, JAX = 8.8 

Hz, JAA'/XX' = 2.6 Hz), 7.49 (double AA’XX’, 2H, 
4
JHF-m = 5.6 Hz, JAX = 8.8 Hz, JAA'/XX' = 2.6 Hz), 

7.66 (dd, 1H, J = 8.8, 2.4 Hz), 7.86 (d, 1H, J = 2.4 Hz), 12.27 (exchangeable s, 1H). 

1-(6-Hydroxy-3-(4-chlorophenyl)phenyl)ethanone (5h). (53% yield from 3) 
1
H NMR (CDCl3) 

δ (ppm): 2.70 (s, 3H), 7.07 (d, 1H, J = 8.8 Hz), 7.38-7.50 (m, 4H), 7.67 (dd,1H, J = 8.8, 2.4 Hz), 

7.88 (d, 1H, J = 2.4 Hz), 12.29 (exchangeable s, 1H). 

1-(6-Hydroxy-3-(3-methyl-4-methoxyphenyl)phenyl)ethanone (5j). (72% yield from 3) 
1
H 

NMR (CDCl3) δ (ppm): 2.30 (s, 3H), 2.70 (s,3H), 3.88 (s, 3H), 6.88-6.92 (m, 1H), 7.04 (d, 1H, J = 

8.4 Hz), 7.26-7.35 (m, 2H), 7.67 (dd, 1H, J = 8.4, 2.6 Hz), 7.85 (d, 1H, J = 2.6 Hz), 12.22 

(exchangeable s, 1H). 

1-(6-Hydroxy-3-(3-chloro-4-methoxyphenyl)phenyl)ethanone (5l). (59% yield from 3) 
1
H 

NMR (CDCl3) δ (ppm): 2.70 (s, 3H), 3.95 (s, 3H), 7.00 (d, 1H, J = 8.8 Hz), 7.05 (d, 1H, J = 8.4 

Hz), 7.38 (dd, 1H, J = 8.8, 2.4 Hz), 7.55 (d, 1H, J = 2.8 Hz), 7.65 (dd, 1H, J =  8.6, 2.8 Hz), 7.83 (d, 

1H, J = 2.4 Hz), 12.26 (exchangeable s, 1H). 
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1-(6-Hydroxy-3-(4-methoxyphenyl)phenyl)propan-1-one (6). (58% yield from 4) 
1
H NMR 

(CDCl3) δ (ppm): 1.27 (t, 3H, J = 7.6 Hz), 3.11 (q, 2H, J = 7.6 Hz), 3.86 (s, 3H), 6.98 (AA'XX', 2H, 

JAX = 8.8 Hz, JAA'/XX' = 2.8 Hz), 7.04 (d, 1H, J = 8.4 Hz), 7.46 (AA'XX', 2H, JAX = 8.6 Hz, JAA'/XX' = 

2.4 Hz), 7.64 (dd, 1H, J = 8.4, 2.8 Hz), 7.89 (d, 1H, J = 2.8 Hz), 12.32 (exchangeable s, 1H). 

1-(6-Hydroxy-3-(3-fluoro-4-methoxyphenyl)phenyl)propan-1-one (7). (76% yield from 4) 
1
H 

NMR (CDCl3) δ (ppm): 1.27 (t, 3H, J = 7.2 Hz), 3.11 (q, 2H, J = 7.3 Hz), 3.94 (s, 3H), 6.99-7.07 

(m, 2H), 7.20-7.30 (m, 2H), 7.62 (dd, 1H, J = 8.6, 2.4 Hz), 7.88 (d, 1H, J = 2.4 Hz), 12.34 

(exchangeable s, 1H). 

1-(6-Methoxy-3-(4-methoxyphenyl)phenyl)-2,2,2-trifluoroethanone (12). (84% yield from 11) 

1
H NMR (CDCl3) δ (ppm): 3.85 (s, 3H), 3.95 (s, 3H), 6.98 (AA'XX', 2H, JAX = 9.0 Hz, JAA'/XX' = 2.2 

Hz), 7.06 (d,1H, J = 8.6 Hz), 7.47 (AA'XX', 2H, JAX = 9.0 Hz, JAA'/XX' = 2.5 Hz), 7.76 (dd, 1H, J = 

8.8, 2.2 Hz), 7.83 (d, 1H, J = 2.2 Hz).  

1-(6-Hydroxy-3-(4-hydroxyphenyl)phenyl)ethanone (8a). (75% yield from 5e) 
1
H NMR 

(CDCl3) δ (ppm): 2.69 (s, 3H), 6.92 (AA'XX', 2H, JAX = 8.4 Hz, JAA'/XX' = 3.2 Hz), 7.05 (d, 1H, J = 

9.2 Hz), 7.40 (AA'XX', 2H, JAX = 8.4 Hz, JAA'/XX' = 3.2 Hz), 7.66 (dd, 1H,  J = 2.2, 9.2 Hz), 7.85 (d, 

1H, J = 2.2 Hz), 12.23 (exchangeable s, 1H). 

1-(6-Hydroxy-3-(4-hydroxyphenyl)phenyl)propan-1-one (8b). (80% yield from 6) 
1
H NMR 

(CDCl3) δ (ppm): 1.26 (t, 3H, J = 7.0 Hz), 3.11 (q, 2H, J = 7.0 Hz), 6.92 (AA'XX', 2H, JAX = 8.2 Hz, 

JAA'/XX' = 3.0 Hz), 7.03 (d, 1H, J = 8.8 Hz), 7.40 (AA'XX', 2H, JAX = 8.2 Hz, JAA'/XX' = 2.8 Hz), 7.64 

(dd, 1H, J = 8.8, 2.4 Hz), 7.88 (d, 1H, J = 2.4 Hz), 8.02 (exchangeable bs, 1H), 12.31 

(exchangeable s, 1H). 

1-(6-Hydroxy-3-(3-fluoro-4-hydroxyphenyl)phenyl)ethanone (8c). (86% yield from 5f) 
1
H 

NMR (CDCl3) δ (ppm): 2.70 (s, 3H), 5.22 (exchangeable bs, 1H), 7.03-7.12 (m, 2H), 7.19-7.30 (m, 

2H), 7.64 (dd, 1H, J = 8.8, 2.4 Hz), 7.83 (d, 1H, J = 2.4 Hz), 12.25 (exchangeable s, 1H). 
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1-(6-Hydroxy-3-(3-fluoro-4-hydroxyphenyl)phenyl)propan-1-one (8d). (76% yield from 7) 
1
H 

NMR (CDCl3) δ (ppm): 1.27 (t, 3H, J = 7.2 Hz), 3.11 (q, 2H, J = 7.2 Hz), 5.20 (exchangeable bs, 

1H), 7.03-7.12 (m, 2H), 7.18-7.29 (m, 2H), 7.62 (dd, 1H, J = 8.8, 2.4 Hz), 7.87 (d, 1H, J = 2.4 Hz), 

12.35 (exchangeable s, 1H). 

1-(6-Hydroxy-3-(3-methyl-4-hydroxyphenyl)phenyl)ethanone (8i). (82% yield from 5j) 
1
H 

NMR (CDCl3) δ (ppm): 2.32 (s, 3H), 2.69 (s, 3H), 4.90 (exchangeable bs, 1H), 6.85 (d, 1H, J = 7.4 

Hz), 7.02 (d, 1H, J = 7.6 Hz), 7.20-7.29 (m, 2H), 7.64 (dd, 1H, J = 7.6, 2.0 Hz), 7.84 (d, 1H, J = 2.0 

Hz), 12.22 (exchangeable s, 1H). 

1-(6-Hydroxy-3-(3-chloro-4-hydroxyphenyl)phenyl)ethanone (8k). (66% yield from 5l) 
1
H 

NMR (CDCl3) δ (ppm): 2.70 (s, 3H), 5.58 (exchangeable s, 1H), 7.05 (d, 1H, J = 8.6 Hz), 7.10 (d, 

1H, J = 8.2 Hz), 7.35 (dd, 1H, J = 8.4, 2.4 Hz), 7.49 (d, 1H, J = 2.8 Hz), 7.63 (dd, 1H, J = 8.6, 2.8 

Hz), 7.82 (d, 1H, J = 2.4 Hz), 12.26 (exchangeable s, 1H). 

1-(6-Hydroxy-3-(4-hydroxyphenyl)phenyl)-2,2,2-trifluoroethanone (13). (52% yield from 12) 

1
H NMR (CDCl3) δ (ppm): 5.19 (exchangeable s, 1H), 6.93 (AA'XX', 2H, JAX  = 8.2 Hz, J AA'/XX' = 

2.3 Hz), 7.15 (d,1H, J = 8.8 Hz), 7.40 (AA'XX', 2H, J AX  = 8.2 Hz, J AA'/XX' = 2.3 Hz), 7.81 (dd, 1H, 

J = 8.8, 2.4 Hz), 7.92 (quintet, 1H, J =2.2 Hz), 11.03 (exchangeable s, 1H). 
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Table S1. Body weight vs. treatment time of animals treated with 1, 2a, or 2c. 

 

Compound 
Animal weight (grams) after time (days)

a
 

0 7 14 
   

1 23.22 ± 1.75 25.14 ± 1.94 24.78 ± 1.74 
   

2a 24.08 ± 2.48 25.95 ± 2.68 26.25 ± 2.80    

2c 23.06 ± 2.32 25.18 ± 2.46 24.90 ± 2.23 
   

a
Average of ≥ 4 mice ± SD 

 

 

 


