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1. Compounds characterization
LC-MS /'H-NMR and ®*C-NMR

E/Z-4-[1-(4-Chloro-phenyl)-2-phenylpropenyl]-phenol (1)
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E/Z-4-[1-(4-Chloro-phenyl)-2-(4-methoxy-phenyl)-propenyl]-phenol (2)

04-Mar-2017
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E/Z-4-[1-(4-Chlorophenyl)-2-(4-fluoro-3-methoxyphenyl) propenyll-phenol (4)
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E/Z-1-(2-{4-[1-(4-Chloro-phenyl)-2-phenyl-propenyl]-phenoxy}-ethyl)-pyrrolidine (6).
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21-Jun-2017

MT12 Sm (SG, 2x2) (1) PDA Ch1 254nm@1.2nm
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E/Z-1-(2-{4-[1-(4-Chloro-phenyl)-2-phenyl-propenyll-phenoxy}-ethyl)-piperidine (7)

21-Jun-2017
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E/Z-4-(2-{4-[1-(4-Chloro-phenyl)-2-phenyl-propenyl]-phenoxy}-ethyl)-morpholine (8).
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E/Z-1-(2-{4-[1-(4-Chloro-phenyl)-2-phenyl-propenyl]-phenoxy}-ethyl)-azepane (9).

21-Jun-2017
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E/Z-(3-{4-[1-(4-Chloro-phenyl)-2-(4-methoxy-phenyl)-propenyl]l-phenoxy}-propyl)-dimethyl-amine (10).

30-May-2017
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E/Z-1-(2-{4-[1-(4-Chloro-phenyl)-2-(4-methoxy-phenyl)-propenyl]-phenoxy}-ethyl)-pyrrolidine (11).

MT7 Sm (SG, 2x2)
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20-Mar-2017
MT6 Sm (SG, 2x2)

(1) PDA Ch1 254nm@1.2nm

1.5e-14
= 3
B2 1.0e1]
5.0e-21
0.0
-0.00
MTE
1004
B

4602

2137 23082389 o792 2073 93 440905 13503 2882

869 Range: 2e-1
Area
Time Height Area  Area%
9.05 869 220138 1613393 59.34
11055 9.05 155323 1105517 4066
L\I[L L 1 T T T 1 1
10.00 12.00 14.00 16.00
(1) PDA Ch1 254nm@1.2nm
1: MS2 ES+
4623 2.89e7
4642
4653
4664
[ (™3 4941 51115360 5638 5906

200 220 I 460 I 480 500 520 540 560 580 600

1 Mz



08

m
"

iS

752 A

10.16
0m

-

.

~1300

1200

1100

~1000

~900

—800

0n

=~
5]

o dm

o |om
v

f1 (ppm)

6565

65,45

<
o

160 155 150 145

E/Z-4-(2-{4-[1-(4-Chloro-phenyl)-2-(4-methoxy-phenyl)-propenyl]-phenoxy}-ethyl)-morpholine (13).

130 125

[-10000

9000

[-8000

7000

6000

5000

4000

3000

2000

r1000

ro

-1000



08-Jun-2017

MT10 Sm (SG, 2x2) (1) PDA Ch1 254nm@1.2nm
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E/Z-(3-{4-[1-(4-Chlorophenyl)-2-(3-fluoro-4-methoxyphenyl)-propenyll-phenoxy}-propyl)-dimethyl-
amine (15)
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E/Z-1-(2-{4-[1-(4-Chlorophenyl)-2-(3-fluoro-4-methoxyphenyl)-propenyll-phenoxy}ethyl)-pyrrolidine
(16)

01-Nov-2018
AV25 Sm (SG, 2x2)

2: Diode Array
775

Range: 1.301e+2
19817774 h Area
Time Height Area  Area%
1.0e+2 506 775 105219568 1981777400 56.48
1 \ 15060045 526 76498064 1526964500 4352
8.0e+1] \\ P
E |
6.0e+1 { |%
e+1
= H
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E/Z-1-(2-{4-[1-(4-Chlorophenyl)-2-(3-fluoro-4-methoxyphenyl)-propenyll-phenoxyl}ethyl)-piperidine
17)

26-Oct-2018
AV20 Sm (SG, 2x2) 2: Diode Array
6.40 Range: 3.375e+2
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Time Height Area Area%
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(18)

01-Nov-2018
AV22-3 Sm (SG, 2x2)

E/Z-4-(2-{4-[1-(4-Chlorophenyl)-2-(3-fluoro-4-methoxyphenyl)-propenyl]l-phenoxy}ethyl)-morpholine

32

2: Diode Array
773 Range: 8.468e+1
69339807 Area
322 Time Height Area Area%
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E/Z-(2-{4-[1-(4-Chlorophenyl)-2-(3-fluoro-4-methoxyphenyl)-propenyl]-phenoxy}-ethyl)-dimethyl-

02-Nov-2018

AV26b Sm (SG, 2x2) 2: Diode Array

7.58 Range: 1 233e+2
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E/Z-(2-{4-[1-(4-Chlorophenyl)-2-(3-fluoro-4-methoxyphenyl)-propenyll-phenoxy}ethyl)-diethyl-amine

(21)

29.0ct-2018
AV23 Sm (SG, 2x2)

2: Diode Array

7.7 Range: 1.804e+2
35324640 Area
Time Height Area Area%
1 de+2 8.20 748 11994197 716167 94 1.04
32741204 7.71 152692480 3532464000 5136
820 118533744 3274120400 47860
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1.0e+2
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E/Z-(3-{4-[1-(4-Chlorophenyl)-2-(4-fluoro-3-methoxyphenyl)-propenyl]l-phenoxy}propyl)-dimethyl-

amine (22)
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20-Nov-2018

AVE3 Sm (SG, 2x2) 2 Diode Array
7.1 Range: 1.787e+2
3 36299168 Area
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E/Z -1-(2-{4-[1-(4-Chlorophenyl)-2-(4-fluoro-3-methoxyphenyl)-propenyl]-phenoxy}-ethyl)-pyrrolidine

(23)

30-Nov-2018
AV44 Sm (SG, 2x2)

2: Diode Array
Range: 5.854e+1

Area
3.5e+1 5.06 Area  Area%
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E/Z-4-(2-{4-[1-(4-Chlorophenyl)-2-(4-fluoro-3-methoxyphenyl)-propenyl]l-phenoxy}ethyl)-morpholine
(25)

27-Nov-2018
AV42 Sm (86, 2x2) 2: Diode Array
775 Range: 1.039%e+2
10615948 Area
E 511 Time Height Area  Area%
7.0e+14 \ 940'1 398 775 T6733512 1061594800 5148
E 811 61979440 940139800 4559
9.85 13586277 603043.69 292
§.0e+14 I
5.0 E \ |
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03-Dec-2018

AV48 Sm (SG, 2x2) 2: Diode Array
772 _ Range: 9.83e+1
9420379 8.09 Area
E 5667450 Time Height Area Area%
7.0e+14 7.72 70427565 9420379.00 52.08
E 8.09 58595424 866748900 4792
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26-Nov-2018
AV40 Sm (SG, 2x2)

2: Dicde Array

786 Range: 1.056e+2
12358662 Area
E 8.32 Time Height Area Area%
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2. Dose response curves for to determine ECso values (agonistic activity) of selected compounds in YES

assay, results of AlkP and uterotrophic assays
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Figure S1: Relative 3-galactosidase activity of selected compounds after two days treatment in YES assay.

DMSO was used as solvent control and set to 1, mean + SD were calculated by three independent

experiments.
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Table S1: Relative Alkaline phosphatase activity (AlkP) after an incubation of 72 h in Ishikawa cells,
compounds are tested at a concentration of 1 pM. DMSO was used as solvent control and set to 1, mean +

SD were calculated by three independent experiments.

Code Relative AIKP activity
Mean + SD
3 1.13+0.43
4 1.10+0.39
5 1.08 £0.33
6 2.55+1.35
7 2.55+1.80
8 1.16 £0.15
9 2.94+1.29
10 2.55+1.80
11 2.56+0.83
12 1.43 +0.07
13 3.74 +2.05
14 6.58 +2.24
15 0.86 +0.12
16 0.98 +0.53
17 1.31+£041
18 1.01+0.24
19 1.71 +0.08
20 1.12+0.46
21 0.90+0.13

22-28 Compounds were not

selected for AlkP assay

because of their low estrogenic effects
in YES assay
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Figure S2: Relative Alkaline phosphatase activity (AlkP) for compounds 5, 11, 12, 19 after three days

treatment in human endometrial adenocarcinoma Ishikawa cells. DMSO was used as solvent control and

set to 1, mean + SD were calculated by three independent experiments. Tam and 4-OH-Tam (1 uM) were

tested for comparison. * p < 0.05 versus DMSO control (Tukey test)
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Figure S3: Relative uterus wet weight following a three days treatment of ovariectomized rats (vehicle =
control) with E2 (10 ug/kg BW/ day), TAM (10 mg/kg BW/ day), compound 12 (10 mg/kg BW/ day), and
compound 19 (10 mg/kg BW/ day). * p < 0.05 versus control (Tukey test)
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Figure S4: DTP log (Glso, TGL, LCs0) uM TAM (NSC 180973)

Mean Graph for Compound 180973
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Figure S5: Dose response curves compound 11 on different subpanels (uM)
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Figure S6: Dose response curves compound 12 on different subpanels (uM)
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Figure S7: Dose response curves compound 16 on different subpanels (uM)
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Figure S8: Dose response curves compound 17 on different subpanels (uM)
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Figure S9: Dose response curves compound 19 on different subpanels (uM)
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Figure S10: Dose response curves compound 19 on different subpanels (uM)
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