ERa /HeLa Antagonist

HTS01235 HTS01235 / 3-(4-METHOXYPHENYL)-2-PHENYL-2, 3, 34, 4~
200% - TETRAHYERO[L) BENZOTHLORYRANQEA, 3=C) PYRAZOL
3-(4-METROXYPHENYL-2-PHENYL-2,3.34.4-TE TRAHYDRO[ 1) BENZOTHIOPYRANO[4,3-CJPYRAZOL . . o ‘F-; L L i . .
IC50 (pM): - e ]
1008 | i i
! ;
-
il
oy L o e
Contro] 1000 100nH  Jud 10uH
HTS01236 HTS01236 / 4-[1- (4-AMINOPHENYL)-2-[4-

e D METHYLAMIN [NYLIANILIN
4= 1-(4-AMINOPHENYL)-2-[4~(DIME THYLAMINO)PHENYLIVINYLJANILINE 200% . o Q)BHEMLJY Mﬂ HE-—. ]

2

v

iIC50 (pM): -

T -

o% <
Control
HTS01237 HTS01237 / 3-(4-CHLOROPHENOXY)~7~HYDROKY-2-
200% (TRLELUOROMETHYL) = 4H=CHROMEN=A=O0E — . oo
3~{4-CHLOROPHENQXY)-7-HYDROXY-2-(TRIFLUOROME THYL)-4H-CHROMEN=4-CNE L E I . ) o - .
IC50 (pM): - R L

100% }
0%
HTS01238 HTS01238 / Pravastatin
Pravastatin 200% -
1050 (oM): - O
100% 1
o% i .

Control 10pM  100pd  1nM
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ER & /HelLa Antagonist

HTS01239
Physostigmine, salicylate (1:1)

1C50 (pM):

HTS01240
B-gingerol

IC50 (pM):

HTS01241
7-Hydroxy—Pipat Maleate (rosemary acid)

I1C50 (pM):

HTS01242
MALACHITE GREEN BASE

IC50 (pM): 1.07E+06

HTS01239 / Physostignine, saticylate (1:1)

200%
100% | e :
?
o% | i BN 4.
Control  10pM  100pM
HT501240 / 6-gingeral
200% -
100% - a
0% !V_ (TN ] I L
Control 10pM  100pK
HTS03243 / 7-Hydroxy-Pipat Maleate (rosepary acid)
200% : -
100% T+ -
bl !
0% ' '_t'.'l L i
Control  10pH  10OpH
HTS01242 / MALACHITE GREEN BASE
200% :
< . i !
100% | '
o% ! - M N

Controf  10pM  100pH
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ERa /HeLa Antagonist

HTS01243 HTS03243 / TETRAZOLIUN VIOLET
TETRAZOLIUM VIOLET 200% [ ‘ :

3 . . . [ . -

IC50 (pM): - . a

100% |-

o4 5 : I
Control 10pH  100pM

HTS01244 HTS01244 / garlic acid dodecyl ester
gariic acid dodecyl ester 200% : ;
IC50 (pM): - _
? ' ’ t v
100% | -
a L } % S o A

Control 10pM  100pM
HTS01245 HTS01245 / Salicylic Acid 4-tert-Butylphenyl Ester
Salicylic Acid 4-tert-Butylphenyl Ester ol I SRS 1

IC50 (pM): - S R |

100% | ' 1 l'.;'
it | - f"i‘;
é =‘j 1 1.
0% L
Tull 10ul
HTS01246
4-Aminobenzoic Acid Ethyl Ester 200% T E— L

1C50 (pM): - o cao S

100% |-

Control  10pk  10GpM 1nM 10nd  100nM  1uM 10uM

41 13/17



ERa /HeLa Antagonist

HTS01247
Imidazole—4-acrylic acid

IC50 (pM): -

HTS01248
Benzophenone, 2—-hydroxy—4—methoxy—

1C50 (pM): -

HTS01249
Benzophenone, 2-hydroxy—4—(octyloxy)-

IC50 (pM): -

HTS01250
2—(2-Benzotriazolyl)~p-cresol

1C50 (pM): -

TS01247 / Inidazole-4-acrylic acid
200% - -
i
100% | .
0% L g
Control 10pM  100pM Ind 10 100nM
HTS01248 / Benzophenone, 2-hydroxy-4-methoxy-
200% — -
I
a
100% | -
e
’
; b :
0% H L s 1 i O
Control  10p¥  100pK 10nK 10ull
HTS01249 / Benzophenone, 2-hydroxy-4-(octyloxy}-
200%
100% |
0% L =
Controi 10pM  100pk
HTS01250 / 2-(2-Benzotriazolyl)-p-cresol
200% — : — -
100% |
o Lt i
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ER« /HelLa Antagonist

HTS01251 / 2-(Z-llydroxy-3, 5-di-tert~

HTS01251
2~(2~Hydroxy=3,5-di~tert-butylpghenyhbenzotriazole

1C50 (pM): -

HTS01252

23", 5"-Di—tert—butyl-2'-hydroxyphenyl)~5-chlorobenzotriazole

1C50 (pM): -

HTS01253
2-(5-Chloro-2-benzotriazolyl)-6—tert—butyl-p-cresol

IC50 (pM): -

HTS01254
2-Hydroxy-4-methoxybenzophenone—5—-sulfonic Acid

1G50 (pM): -

200% —— . butylphienylibenzairiazole

100% |
0% ) I PV il IRV et SFIE IS NI W
Control  10pH  100pM Ind 10nH 100nk
HTSO1252 / 2-(3',5' -Di-tert-butyl-2' -hydroxyphenyl)-5-
2008 — rh‘nrnh{:n?l:)t!_‘iﬁ?ﬂ]ﬂ
100% +°F
oy LL- : N I I ;
Contrel  1ph 1Opi  100pH
HTS01253 / 2-{(5-Chloro-2-benzotriazolyl}-6-tert-butyl-p-
200% . _ cresal o

.

Control  10pM  100pM

TuM 10ult

200

1008 | T

HTS01254 / 2-Hydroxy-4-methoxybenzophenone-5-sulfonic Acid

e

o L =
Contrel  10pM  100pH
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ERa /HeLa Antagonist

HTS01255 HT$01255 / 2-Cyano-3, -diphenylacrylic Acid Ethyl Ester
2—-Cyano—3,3—diphenylacrylic Acid Ethyl Ester | %% - -
1C50 (pM): - e
100% | j;f,
- N B
n 1Cnk 10ul
HTS01256 H7501256 / 4-Hethoxycinnamic Acid 2-Ethylhexy! Ester
4-Methoxycinnamic Acid 2-Ethylhexyl Ester | 2% 1—
IC50. (pM): -
100% 1 .
o R 1, L d:
Control 10pM  10CpM full 10uMl
HTS01257 . HTSQ1257 / 2-Cyano-3, 3—dipglenylacry}ic Acid 2-Ethylhexy!
2-Cyano=-3,3—-diphenylacrylic Acid 2-Ethylhexyl Ester N R R stes
IG50 (pM): - R
100% |
0%
HTS01258

200%

2-(2H-BENZOTRIAZOL-2-YL)-4,6-DI(T-PENTYL)PHENOL

IC50 (pM): -

100% |

0%

Control 10pM  100pH  1nM
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ER® /HeLa Antagonist

HTS01259 HTS0125% / 4-TERT-BUTYL-4" -METHOXYDIBENZOYLMETHANE
4-TERT-BUTYL-4'-METHOXYDIBENZOYLMETHANE | 200% 7 : i i .
IC50 (pM): - o
100% |
i . ,
Contrel  10pM  100pH 1nd 1008 100nM 10ull
HTS01260 HTS01260 / Methylbenzylidene Camphor
Methylbenzylidene Camphor 200% ~ ‘
IC50 (pM): -
100% |
0% T [ o R L
Control 10pH  100pk
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ID [CASNe [ - " | 2T UName T . TS Mw.[ Pc1o..| Pcso_ |- ICs0 -

EAI20 ;\(;1[—)?1}31;3%};2:1}[1}?\(”-5—(4-METHYLPHENYL)-],3-THIAZOL-2~AMIN‘E 181.7] 6.425+03 i

EAIZ21 - [N1-(4-PYRIDYL)-5-NITRO-2-(PHEN YLTHIO)BENZAMIDE 3514 - - -

EA133) - [3-(4-CHLOROPHENYL)-4-[(4-CHLOROPHENYL)THIO)-1H-PYRAZOLE 3212 - - -

EAl48) - |5-12,5-DJ2,2,2- TRIFLUOROETHOXY)PHENYL)-1H-PYRAZOLE 3402 - - -

EALS! ) 1;;%gﬁnﬁgﬁmuuxs-moxo@?mYL-4,5-D1HYDR0-1H-PYRR0LE,3- 3712} 1.00E+06 i )

EAl60| - |3-{4-HYDROXY-3-METHOXYBENZYLIDENE)-2-PHENYLCHROMAN-4-ONE 358.4] 4.076+04 | 3.78E+05 .

EAT6] _ |N1-[3-(4.HYDROXYANILINC)-2-QUINOXALINYL]-4-METHYL-1- 4065 )
BENZENESULFONAMIDE

EAléd - |6-[(ETHYLTHIO)METHYL}-2-[4-( TRIFLUOROMETFHYL)PHENYL|PYRIMIDIN-4-OL 314.3 - -

EA165] -  |DIETHYL 2-[{1H-1,2,3-BENZOTRIAZOL-6-Y LAMINO)METHYLIDENE]JMALONATE 04.3 - - -

EAl66) - [5-(3,4-DIMETHOXYPHENYL)-1,3-DIPHENYL-4,5-DIHYDRO-1H-PYRAZOLE 358.4 - - -

EA205| - |5,7-DIHYDROXY-2,3-DIPHEN YL-4H-CHROMEN.4.ONE 330.3| 2.64E+03 | 2.44E+04

EA207] - [4-[2-(4-CHLOROPHENYL)-2,3-DIHYDRO-1,5-BENZOTHIAZEPIN-4-YLIPHENOL 3659 1.95E+05 - -

EA2090 - [2{2-(4-HYDROXYPHENYL)-2,3-DIHYDRO-1,5-BENZOTHIAZEPIN-4-YL]PHENOL 347.4| 1.24E+05 | 5.51E+05 -

ganel . [¢[2{4(24DIMETHYLPHENYL)-5-MERCAPTO-4H-1,2,4-TRIAZOL-3- 3254 i . i
'YL)ETHYL}PHENOL

EA2i4 -  [7-HYDROXY-3-(4-METHOXYPHENYL)-2-PHENYL-4H-CHROMEN-4.ONE 144.4| 1.01E+08 | 3.716+05 -

Ea222l - |S-(1-NAPHTHYL)-1,3-DIPHENYL-4,5-DIHYDRO-1H-PYRAZOLE 348.4 - - .

EA224] - |5-(4-ETHOXY-3-METHOXYPHENYL)1,3-DIPHENYL-4,5-DIHYDRO-1H-PYRAZOLE i7s - - -

wazzel . [N1-(2-METHYL-3-NITROPHENYL)-N)-[{(2-METHYL-3- al84 i ) i
NITROPHENYL)IMINOJMETHYL]BENZAMIDE

EA228[ - fgggmﬁgg;%;gﬂéo'z'(mnuoROWHYL)'4H'3' 380.3| 5. 76E+04 | 3.13E+05 -

EA240] . ;;%Egﬂ;—éﬂmggﬂ)PﬂENYL]-l.3,4-0XAD1AZOL-2-YL}PHE]\IYL]-3- a1a4| 0728508 ) .

EA258] - [zP 3609 - - -

cazso| . [P-2-CHLOROPHENYL).S-(4-METHYLPHENYL)-1-PHENYL-4,5-DIHYDRO- 1H- Y ) .
PYRAZOLE

eazeal - i;{?é;ﬁngé(fg}]}iFﬂ)—J,3A,4,5-TETRAHYDRO-2H-EENZO[G][NDAZOLZ- 190.5| 1185406 )

EAIS - | TRARYDRO{BENZOTHIOPYRANDIA-CIPYRAZOL 35| 225806 -

EA322l - |4-[1{4-AMINOPHENYL)-2{4-(DIMETHYLAMING)PHEN YL]VINY L] ANILINE 3254 - .

EA326)] - |3-(4-CHLOROPHENOXY)-7-HYDROXY-2-(TRIFLUOROMETHYL)-4H-CHROMEN-4-ONE| 356.7 - 5.56E+05

46




ER529}1093-37-0|Pravastatin 446.5 - - -
ERS530| 57-64-7|Physostigmine, salicylate (1:1) 413.5 - - .
ERS531| 64-86-8|Colchicine 399.4( 8.55E+04 -

ERS532| 500-38-9|NORDIHYDROGUAIARETIC ACID 3024 - -
ER533 50-‘55—5 Reserpine 608.7 - -
ERS534| 596-27-C|o-Cresclphthalein 346.4 - -
ER535 74-31-7|p-Phenylenediamine, N N-diphenyl- 260.3( 2.30E+06 - -
ERS36| 99-65-0|1,3-Dinitrobenzene 168.1 - - -
ERS539| 303-45-7igossypol 578.6 - -
ERS4113513-14-6|6-gingerol 294.4 - -
ER54200283.92.57-Hydroxy-Pipat Maleate (rosemary acid) 360.3 - - -
ER543| 77-09-8| PHENOLPHTHALEIN 3183 - -
ER544| 510.13-4|MALACHITE GREEN BASE 346.5] 7.59E+04 - 1.07B+06
ER545/3248-91-7|NEW FUCHSIN 365.9 - - -
ERS546|1719-71-7| TETRAZOLIUM VIOLET 384.9 - - -
ER545(6948-88.5 [ALPEA-NAPHTHOLBENZEIN 377.4| 4.89E+01{ 2.43E+05 -
ER550|1166-52-5|parlic acid dodecyl ester 138.4 -
ER551{2716-10-1|ALPHA ALPHA'-BIS(4-AMINOPHENYL)-1,4-DOISOPROPYLBENZENE 3445 - - -
ERG00| 87-18-3|Salicylic Acid 4-tert-Butylphenyl Ester 270.3 - B.4TEH05 -
ER601 04.9.7|4-Aminobenzoic Acid Ethyl Ester 165.2] 209E+03 - -
ER603| 104-98-3|Imidazole-4-acrylic acid 138.1 - - -
ER604] 118-55-8|Salicylic acid, phenyl ester 214.2 - -
ER606| 118-60.5|Salicylic acid, 2-ethylhexyl ester 250.3 - - -
ER607| 131-54-4|2,2-Dihydroxy-4,4'-dimethoxybenzophenone 274.3] 2.23E+05 | 7.62E+06 -
ER608| 131-55-5]2,2",4 4'-Tetrahydroxybenzophenone 246.2| 1.06E+05 | 3.28E+05 -
ER609] 131.56.6|2,4-Dihydroxybenzophenone 214.2] 1.51 E+05 | 2.41E+06 -
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ER61G| 131-57-7|Benzophenone, 2-hydrexy-4-methoxy- 228.2] 3.55E+05 | 5.82E+06
ER612|1843-05-6|Benzophenone, 2-hydroxy-4-(octyloxy)- 326.4 . .
ER613(2440-22-4[2-(2-Benzotriazolyl)}-p-cresol 225.3] 1.01E+04| 1.OSE+06
ER617|3846-71-7|2-(2-Hydroxy-3,5-di-tert-butylphenyl)benzotriazole 3234 -
ERG]18|3864-99-1|2-(3",5"-Di-terl-butyl-2"-hydroxyphenyl)-5-chlorobenzotriazole 3579 - -
ER619|3896-11-5]|2-(5-Chloro-2-benzotriazolyl)-6-tert-butyl-p-cresol 3158 -
ER620}4065-45-6 [2-Hydroxy-4-methoxybenzophenone-5-sulfonic Acid 308.3 - -
ER622|5232.99-5 2-Cyaneo-3,3-diphenylacrylic Acid Ethyl Ester 277.3| 1.22E+06 | 6.43E+06
ER624|5466-77-3|4-Methoxycinnamic Acid 2-Ethylhexyl Ester 290.4 - -
ER625|6197-30-4 [2-Cyano-3,3-diphenylacrylic Acid 2-Ethylhexyl Ester 361.5] 9.69E+06
ER627)1245-02-3|4-Dimethyiaminobenzoic Acid 2.Ethylhexyl Ester 2714 - -
ER62815973-55-1 [2-(2H-BENZOTRIAZOL-2-YL)-4,6-DI(T-PENTYL)PHENOL 351.5) 1.04E+06 -
ER630[0356.09-1|4-TERT-BUTYL-4-METHOX YDIBENZOYLMETHANE 310.4 - -
ER636}6861-47-9 [Methylbenzylidene Camphor 254.4| 4.44E+06 -
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RNA polymerase 1l

| . Targetgene - -

Estrogen receptor llllllllllllllllw

responsive element transcription

(ERE)
1-1

ER

i Tt

{Tleﬁﬁfﬁfﬁ

ST T

A e —
- & . Lo
%‘"‘?‘-"’" R R e s g N PR i g SR Tl

1 RETSXEVHBAV) =T EZOHBE

E1-1 TRAMOSF U LET2—0OEBMEBL2EBHEO7vEA
X1-2 ﬁﬁ?“ﬁx‘%y#u%ty#—ir-0)7~yt»fo>$%ﬁ
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RU ER 20nM + Bisphenol A
250 —
\ EHEE
200 - e i
PEE B
150 -t R - -
S 100
o L.
2 e
& 50 i
0+ "'.&‘.f':‘
-50 i i i i i i i i ~ f i
250 290 330 370 410 450 490 530 570 610 650
Time
400 —a bisphenol A BIA9
\ cycle |concnM [RelRes |E2cal |nolig cal|drug activatioE2 activation|%activatior]
® 300 N 2 ol 141.4] 380.75] 141.40 0.00 239.36 0.00
a SN - 9 0l 708] 246.05] 70.80 0,00 175.26 0.00
2 2 7 1] 848] 28454 9097 -8.17 193.57[ -3.19
g 200 ™ 6 1o| _921f 28454] o90s7 1.13 19857 0.8
N 5 100  97.2] 303.78] 101.05 -3.85 202.73] . 190
100 < 4l 1o000] _ 129] 323.08] 11114 17.86 21189 843
no ligand 31 10000] 18550 34227] 12123 84.27 221.04| " 29.08
0. : ' 1 100] 400l 400.00] 151.48 248.52 248,651 100.00
0 5 10 8 100]  265.3] 26530  80.88 184.42 184.41 100.00
cycle
Bisphenol A
100 — . g
80 ST >
E 60 |
= :
s : .
S 40§ — :
|31 PR ' “
@ Tl e T v
= 20t
- 10100,
-20 - . .-t > . .
concentration nM
. (L PYEFET TCORSB— AT« 7ar O~ L TOESE)
% activation = X 100
(100 M E2FAETTOHRE—FRAF4 7o +tO—-ILTOHEER)

2 ER7vEADT—3RiTi%
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E2 cycle ERE assay summary

1400 |-
1200 —
|y =-20088x + 11742
-, R=0868
1000 B
_ ——£2
2 500 — - . U 2 - B+ no ligand
2 B dsERE
g . 1= end
g 600 [ ‘ Bl €2)
— {31 (no ligand)
400 |~
200 79’7;:7"'11W_‘”k2%%r" P R e R R R
0 — = —_
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
cycte

E2 cycle ERE assay

100 |——

80 |—

60

40 RN

% activation

20 i‘ ' ." . - Tye

concentration nM

K3 7yvtADOBEYE ERE 7yutzd

PutAOEBRUEEETLEHICRSTF«Tavba—NERHTF4TaAFO—NLE#EL)EL16
HALoNBEL,

ROFTawrO—)L: Y 44)0235689,11,12,1415
FHF«TARO—IL Y A9IL14,7.10,13,16

ABHAIUNDREEE . ERENATIFLXR. TR THOR—ATFIVOHEEZTY . /1
FYL AL ZLIEREDBERIFEAET AT —FuIhSEThTIVS,
BEREMOMIERL. EY /o0 O BIHILEETOVR T,

ROF4TavrO—/1 F{E 1000% RBFEE 4.29%
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600

00 —o L S
ST S v.= -15455x + 51302

) oL REoser

400 —

& E2
P 0 ligand

o oL . o | |——tr—taseline
200 e TR — - — — — % (E2)

300 [ — e : _—

binding signal RU
!
!

100 |

- e .. --” Wﬂwmwmd’g——
12'3545678910111213141516

-100 -—
cycle

E2 cycle TIF assay

120 S

pE e a SR
AR VY W ot R O GV A o
AN OV R W S50 A A

o I R P W VA V AR

120 3 48 67088 10 1 12 130 14, 1 6

% activation

cycle

B4 7yteADOBHE TIFFPvtq

FobtADBRETHER T H-OHICROTTavra—LErETF47a0ra—
ILEBRYIRL16HA2ILAIELT,
ROF«7avbO—L:H14)02356,89,11,12,14,15
THF«47arba— )L A44)01,47.10,13,16

ABHAINDOHEESE. Py B THOR—ASIVDOEETRT,
BEREMHDWIER., EH1 L0 FEHLEEZIOVNT-,
ROT47arvbO—)L FEifE 1004% BEFEE 2.36%
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K5 EFI4EEDIVEENMDRI)—_ TR
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b activation

teQ

80

60

4Q

20

-20

100

a0

60

AQ

20

-0

IIRQGY

F 133
- . 2642
Lot o
—— .
- L 1EST '\[:l; 1093
e
W—ﬁq’w = ; w&dﬁ
. ; rii
55 77 1000 10000 300
it N
concentrat-on {nhd!
ER205
»
v
- -
o w 32843
. - "
. apet
C¥15.64 15,15
. —— A 043
B s = JpEIT T =
Hﬂv— t .
10 100 1020 10020

gonzent-at on nM:
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on

- activa

% setivation

o

80

60

40

20

-20

20

60

40

20

1.R2:38

9833

Sy
# 3027

e
2397 "
- = Aap gon wesm ma pasem = A 2234
n* - ’
sz ' w— e, 12,78
N B
M, Lr-oe
10 100 1000 16000

cogentration (nM) -

LR292

A
—m—F
w=7T fERE 2
ey s }iF 2

g TR
| ey 73§
=1 SLRE 2

[t =7IF 2

concentrat on nM;
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12000

10000
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4 acthvation

*: oetivation

i)

-1

90

100

a0

40

A0

R0
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102080

! [t
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- CERLZ
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50

20
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LA104

a0
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