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Mission Statement:
A research organization tasked with advancing the science of toxicity testing through the
development and/or application of novel experimental and computational approaches
for rapidly characterizing the biological activity, exposure potential and potential human
health risks associated with chemicals.




SE What Does NCCT Do?

NCCT has research programs focus on developing the tools, approaches and data needed to accelerate the pace of chemical
risk assessment and foster incorporation of non-traditional toxicity testing data into regulatory decision-making processes.

* ToxCast: Use of high-throughput screening (HTS) assays to
expose living cells or isolated proteins to chemicals and assess
bioactivity and potential toxic effects.

# of # of Types of
assays chemicals chemicals

Phase 1

(2007 - 2009) Mostly pesticides

Phase 2 200 2,000 Industrial, conSLf’mer )
(2009 - 2013) product, food use, “green

* Mostly targeted assays (chemical X = protein Y)

* Does not provide complete coverage of biological space

Gene Coverage Pathway Coverage”
n =320 genes —___

00

“At least one gene from
pathway represented

B ToxCast
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ToxCast
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Instead of targeted screening, NCCT proposes using screening
strategies that cast the broadest net possible for capturing
hazards associated with chemical exposure.

Increasing efficiency and declining cost of generating whole
transcriptome profiles has made high-throughput
transcriptomics (HTTr) a practical option for broad coverage
in vitro chemical screening.

Activation or inhibition of protein targets by chemicals may
manifest as changes in cellular morphology. Certain types of
high content imaging (HCI) provide a cost effective means for
broad coverage in vitro chemical screening.

Both methods are complementary to each other and can be
used in human-derived in vitro models.

The resulting bioactivity profiles can potentially be used for
mechanistic prediction and evaluation of chemical similarity.

Broad Coverage, High Content Screening Assays

A Strategic Vision and Operational Roadmap for
Computational Toxicology at US EPA
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Technology TempO-Seq Assay lllustration
* The TempO-Seq human whole transcriptome assay measures the expression of greater Purified RNA or Lysates
than 20,000 transcripts. 4 _RNA \ .
+
* Requires only picogram amounts of total RNA per sample. Detector Oligo Annealing —_
=r
¢ Compatible with purified RNA samples or cell lysates. Excess Oligo Removal v
— PO,
* Transcripts in cell lysates generated in 384-well format are barcoded according to well Detector Oligo Ligation v
position and combined in a single library for sequencing using industry standard -
instrumentation. PCR with Tagged Primers " v
Sample Tag 1
e Scalable, targeted assay: —— N, \
. . . Sample Tag 2 —
* 1) specifically measures transcripts of interest .

* 2) "’50-!:)p reads for all genes . Poal Library, Concentrate/Purify
* 3) requires less flow cell capacity than RNA-Seq '
Sequence
 Per sample fastq files are generated and aligned to BioSpyder sequence manifest to
generate integer count tables.
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HTTr MCF-7 Screen: Experimental Design

Parameter I Y -

Cell Type(s) 1 MCF-7
Culture Condition 1 DMEM + 10% HI-FBS @
: ToxCast ph1, ph2
Srelicas ZoUl Nominated chemicals from e1k / ph3
Time Points: 1 6 hours
_ TempO-Seq
ALY [FeENS Z HCI Cell Viability & Apoptosis
Concentrations: 8 3.5 log,, units; semi log,, spacing
Biological Replicates: 3 --
* Total number of samples: 54,432
» Total number of endpoint readouts: 1.15x10°
* Total size of fastq files: ~50TB

a MCF7 cells cultured in DMEM + 10% HI-FBS was selected as the test system to facilitate comparability
to the Broad Institute Connectivity Map (CMAP) database (http://portals.broadinstitute.org/cmap/).
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Experimental Workflow

Cryopreserved

Cell Expansion
Cell Stocks

Cell Plating

Dispensing Test
Chemicals

|
| BioTek
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v
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: UHRR (Us)

Evaluate technical
e UHRR (Us)
reproducibility in diverse |4 —— HBRR (Us)
purified RNAs HBRR (Us)

Bulk Lysate (DMSO)
Bulk Lysate (DMS0)
Bulk Lysate (TSA)
Bulk Lysate (TSA)

Evaluate technical e
reproducibilityin MCF7 |4

celllysates Lysis Buffer (Us)
Lysis Buffer (Us)
UHRR (Them)
7
No Template Control UHRR (Thern)
HBRR (Them)
Vendor Supplied Process HBRR (Them)
Controls / & | LysisBuffer (Them)
QC Samples Lysis Buffer (Them)

UHRR = Universal Human Reference RNA
HBRR = Human Brain Reference RNA

HCI
Labeling

—

Treatment Randomization: Each test plate uniquely randomized with respect to treatment.
QC Samples: Quality Control samples included on each plate

Apoptosis & Cell
Viability

- Test Chemicals

- Untreated

- DMSO (vehicle control)
- CMAP Reference

D HCI No Label Controls
- HCI Pos. & Neg. Controls

i
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HTTr Analysis Pipeline (Nov 2018)

Database
creation

Fastq alignment

via Hisat2
RNASeq
Data QC
Q Quality
Differential Fold_change
expression analysis using
analysis DI
Concentration Comparing

BMDExpress2, tcpl,
PROAST and DESeq2-
based approach

response
analysis

Putative Pathway

Target
Prediction

Analysis

Treatment wells

Count mRNA
probes per
sample

Reference RNA
Quality

Evaluate
Consistent
DEGs using ref
chems

Concentration-
responsive
genes (CRGs)
and BMDs

Connectivity
Mapping

Linkage with
raw data

Link probe
counts with
treatments

Batch effects

Differentially
expressed
genes (DEGSs)

Machine

Learning

Batch
identification

Failed
wells/plates for
exclusion/re-
running

Network
Analysis

Treatment
groups
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Python & R analysis pipeline

. : : :

o=l TempOSeq data leferen‘tlal Concentration Target/
J u py e r orocessing expression response Pathway

.\-/ analysis analysis Prediction

http://httr-dev.epa.gov/api/httr/v1/

searchChem
getChemPlates
getPlatelInfo
getPlateGroups
getChemProbeCounts
getChemDEG

REST API

getChemCRG
getChemTargets

http://bitbucket.zn.epa.gov/projects/HTTR
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_____ Pre-filter: William’s Trend Test (p,,,, < 0.05 & |FC| > 1.5)
Models Hill, Exponential 3,
BMR Factor: 1.349 (10 %)
Best Model Selection: Lowest AIC

‘k’ < 1/3 Lowest Positive Dose

. . b'
U e el (R EEEIE = Retain Flagged Models

Genes with BMD <= Highest Dose > 3

FERNEN TELTER: > 5% Gene Set Coverage

GO-BP
Gene Set Collections ©: MSigDB_H

F' SEPA I+ . Ceme Reactome
9 Exploratory analysis — modeling criteria not finalized
¢ Gene Set Collections:

* GO-BP: Framework for annotation of gene functions and how these functions relate to each other in terms of a particular set of
molecular functions carried out by specific gene products in an often highly regulated manner or particular temporal sequence (n =
4206).

 MSigDB_H: Coherently expressed signatures derived by aggregating many MSigDB gene sets to represent well-defined biological states
or processes (n = 50).

* Reactome: Open-source, curated and peer reviewed pathway database with hierarchical pathway relationships in specific domains of
biology. (n = 1764).
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Doxorubicin (aka Adriamycin hydrochloride)
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- B00
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zz0 700 Pathway I} Fathway Name BMD Medians
;: e bioplanet 206 Thyroid cancer 186264
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140 E 400 bhinplanat 1620 Packaging of telomarns ends 212148
% .:?‘: E 350 bioplanet_1037 Deposition of mewy CENP-A-confaining nuscleosomes at the cent., 2407285
; 110 200 bioplanet 1131 BMA polymerase | ranscription 2407285
@ 10 250 bioplanet_380 Amyhaids 269309
:; 200 bioplsnet_302 Systemic lupus enythematosus 269755
7O 150
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S0 a0
A
30 o
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o % 0% 9% 90 8 S0 &y 38 59 e G Int J Mol Cell Med. 2015 Spring;4(2):94-102.
' ' o R ' Elevation of cAMP Levels Inhibits Doxorubicin-Induced Apoptosis in Pre- B ALL NALM- 6 Cells Through Induction of BAD Phosphorylation and

- Inhibition of P53 Accumulation.

Fatemi Al, Kazemi Al, Kashiri M1, Safa M2.



https://www.ncbi.nlm.nih.gov/pubmed/26261798
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fatemi%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26261798
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kazemi%20A%5BAuthor%5D&cauthor=true&cauthor_uid=26261798
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kashiri%20M%5BAuthor%5D&cauthor=true&cauthor_uid=26261798
https://www.ncbi.nlm.nih.gov/pubmed/?term=Safa%20M%5BAuthor%5D&cauthor=true&cauthor_uid=26261798

SEPA Gene Set Analysis Using BMD Modeling Results
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https://www.ncbi.nlm.nih.gov/pubmed/28595985
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https://www.ncbi.nlm.nih.gov/pubmed/26777574
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lai%20CS%5BAuthor%5D&cauthor=true&cauthor_uid=26777574
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chen%20YY%5BAuthor%5D&cauthor=true&cauthor_uid=26777574
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lee%20PS%5BAuthor%5D&cauthor=true&cauthor_uid=26777574
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https://www.ncbi.nlm.nih.gov/pubmed/?term=Ho%20CT%5BAuthor%5D&cauthor=true&cauthor_uid=26777574
https://www.ncbi.nlm.nih.gov/pubmed/?term=Liou%20WS%5BAuthor%5D&cauthor=true&cauthor_uid=26777574
https://www.ncbi.nlm.nih.gov/pubmed/?term=Yu%20RC%5BAuthor%5D&cauthor=true&cauthor_uid=26777574
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pan%20MH%5BAuthor%5D&cauthor=true&cauthor_uid=26777574
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Predicting Putative Chemical Targets with HTTr

Connectivity mapping

Pathway analysis

Signatures/classifiers

Network analysis

Compare entire
transcriptomic profile to
reference database to find
target using kNN

Pros:
*Need just one profile / target

Cons:

*Sensitive but not specific
within platform

*Low cross-platform accuracy
*Requires chemical annot.

Compare entire
transcriptomic profile to
pathways (bags of genes) to
find pathway ‘hits’ using
different scoring schemes

Pros:

* More accurate (specificity)
*Derive conc-response
Cons:

*Needs curated pathways
*No ideal pathway collection
* Multiple scoring schemes

e Pathways # Targets
*Requires chemical annot.

Using profiles for target to
create classifiers / signatures
(“biomarkers”); search using
entire profiles of test
chemicals

Pros:

*More accurate
*Derive conc-response
* Target/mode-specific

Cons:
*Requires chemical annot.
*Require LARGE profile db

Use transcriptomic profile
alone with genetic-regulatory
and signaling data to infer
putative targets

Pros:
*TBD

Cons:
*TBD

Slide by Imran Shah
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Signatures via Machine Learning

Machine Learning

Cross-Validation Testing

Slide by Imran Shah
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SEPA ER Model (any Mode) Derived from CMAP

Agency
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EPA Searching CMAP v2 Using ER Signature

Environmental Protection
Agency

dsstox_sid name target cell conc jaccard olap timeh | /

Other equilin Other MCF7 0.000015 0.176 110 6
Other equilin Other MCF7 0.000015 0.166929 106 6\
Other lynestrenol Other MCF7 0.000014 0.163303 89 6\ Synthetic progesterone
Other prasterone Other MCF7 1.22E-05 0.162055 82 6
DTXSID3020465 diethylstilbestrol ESRRG|ES MCF7 0.000015 0.153846 82 6
DTXSID3020465 diethylstilbestrol ESRRG|ES MCF7 ~ 0.000015 0.144531 74 6 Synthetic progesterone
Other trifluoperazine  Other MCF7 0.00001 0.140777 87 6
Other epitiostanol Other MCF7 0.000013 0.137876 87 6
Other equilin Other ~ MCF7  0.000015 0.1376 86 6 Pro-androgen/estrogen
Other etynodiol Other MCF7 1.04E-05 0.135314 82 6
DTXSID0020814 mestranol ESR1 MCF7 1.28E-05 0.134052 87 6 Dopamine antagonist/
DTXSID8022371 testosterone AR|ESR2 MCF7 1.16E-05 '0.131068 81 6 . .
DTXSID6023656  thioridazine DRD2 | KCN MCF7 0.00001 0.127303 76 6 Antipsychotic
DTXSID6023656 thioridazine DRD2|KCI MCF7 0.00001 0.126761 72 6 gynecomastia in males
DTXSID4022369 fulvestrant ESR2|ESR: MCF7 1E-08 0.12623 77 6
Other suloctidil Other MCF7 1.18E-05 0.124756 64 6
Other prochlorperazine Other MCF7 0.00001 0.124214 79 6
DTXSID5022308 genistein ESR2|ESR: MCF7 0.00001 0.123664 81 6
Other suloctidil Other  MCF7 1.18E-05 0.120553 61 6 Most Of the top
Other mometasone Other MCF7 7.6E-06 0.119869 73 6
DTXSID2022880  danazol AR[ESR1 MCF7  1.18E-05 0.119449 78 6 hits are ER-related
Other trifluoperazine  Other MCF7 0.00001 0.11936 82 6
Other fluphenazine Other MCF7 0.00001 0.119163 74 6
DTXSID9020110 astemizole KCNH2|HI MCF7 8.8E-06 0.119005 67 6
Other butyl hydroxyben: Other MCF7 2.06E-05 0.118902 78 6
Other ciclosporin Other MCF7 3.4E-06 0.118699 73 6

6

- Other ivermectin Other MCF7 4.6E-06 0.118098 77
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				dsstox_sid		name		target		cell		conc		jaccard		olap		timeh		trt_id

		44		Other		equilin		Other		MCF7		0.000015		0.176		110		6		MCF7-equilin-6h-1.5e-05M

		45		Other		equilin		Other		MCF7		0.000015		0.1669291339		106		6		MCF7-equilin-6h-1.5e-05M

		47		Other		lynestrenol		Other		MCF7		0.000014		0.1633027523		89		6		MCF7-lynestrenol-6h-1.4e-05M

		48		Other		prasterone		Other		MCF7		0.0000122		0.162055336		82		6		MCF7-prasterone-6h-1.22e-05M

		8		DTXSID3020465		diethylstilbestrol		ESRRG|ESRRB|ESR2|ESR1		MCF7		0.000015		0.1538461538		82		6		MCF7-diethylstilbestrol-6h-1.5e-05M

		9		DTXSID3020465		diethylstilbestrol		ESRRG|ESRRB|ESR2|ESR1		MCF7		0.000015		0.14453125		74		6		MCF7-diethylstilbestrol-6h-1.5e-05M

		49		Other		trifluoperazine		Other		MCF7		0.00001		0.140776699		87		6		MCF7-trifluoperazine-6h-1e-05M

		52		Other		epitiostanol		Other		MCF7		0.000013		0.1378763867		87		6		MCF7-epitiostanol-6h-1.3e-05M

		46		Other		equilin		Other		MCF7		0.000015		0.1376		86		6		MCF7-equilin-6h-1.5e-05M

		53		Other		etynodiol		Other		MCF7		0.0000104		0.1353135314		82		6		MCF7-etynodiol-6h-1.04e-05M

		0		DTXSID0020814		mestranol		ESR1		MCF7		0.0000128		0.1340523883		87		6		MCF7-mestranol-6h-1.28e-05M

		38		DTXSID8022371		testosterone		AR|ESR2		MCF7		0.0000116		0.1310679612		81		6		MCF7-testosterone-6h-1.16e-05M

		25		DTXSID6023656		thioridazine		DRD2|KCNH2		MCF7		0.00001		0.1273031826		76		6		MCF7-thioridazine-6h-1e-05M

		26		DTXSID6023656		thioridazine		DRD2|KCNH2		MCF7		0.00001		0.1267605634		72		6		MCF7-thioridazine-6h-1e-05M

		12		DTXSID4022369		fulvestrant		ESR2|ESR1		MCF7		0.00000001		0.1262295082		77		6		MCF7-fulvestrant-6h-1e-08M

		54		Other		suloctidil		Other		MCF7		0.0000118		0.1247563353		64		6		MCF7-suloctidil-6h-1.18e-05M

		56		Other		prochlorperazine		Other		MCF7		0.00001		0.1242138365		79		6		MCF7-prochlorperazine-6h-1e-05M

		22		DTXSID5022308		genistein		ESR2|ESR1		MCF7		0.00001		0.1236641221		81		6		MCF7-genistein-6h-1e-05M

		55		Other		suloctidil		Other		MCF7		0.0000118		0.1205533597		61		6		MCF7-suloctidil-6h-1.18e-05M

		58		Other		mometasone		Other		MCF7		0.0000076		0.1198686371		73		6		MCF7-mometasone-6h-7.6e-06M

		4		DTXSID2022880		danazol		AR|ESR1		MCF7		0.0000118		0.1194486983		78		6		MCF7-danazol-6h-1.18e-05M

		50		Other		trifluoperazine		Other		MCF7		0.00001		0.1193595342		82		6		MCF7-trifluoperazine-6h-1e-05M

		59		Other		fluphenazine		Other		MCF7		0.00001		0.1191626409		74		6		MCF7-fluphenazine-6h-1e-05M

		41		DTXSID9020110		astemizole		KCNH2|HRH1		MCF7		0.0000088		0.1190053286		67		6		MCF7-astemizole-6h-8.8e-06M

		60		Other		butyl hydroxybenzoate		Other		MCF7		0.0000206		0.118902439		78		6		MCF7-butyl_hydroxybenzoate-6h-2.06e-05M

		63		Other		ciclosporin		Other		MCF7		0.0000034		0.118699187		73		6		MCF7-ciclosporin-6h-3.4e-06M

		64		Other		ivermectin		Other		MCF7		0.0000046		0.1180981595		77		6		MCF7-ivermectin-6h-4.6e-06M

		3		DTXSID1034187		tamoxifen		ABCB1|ESR2|CYP3A4|ESR1		MCF7		0.000007		0.1177606178		61		6		MCF7-tamoxifen-6h-7e-06M

		65		Other		levonorgestrel		Other		MCF7		0.0000128		0.117370892		75		6		MCF7-levonorgestrel-6h-1.28e-05M

		42		DTXSID9020110		astemizole		KCNH2|HRH1		PC3		0.0000088		0.1171617162		71		6		PC3-astemizole-6h-8.8e-06M

		27		DTXSID6023656		thioridazine		DRD2|KCNH2		MCF7		0.00001		0.1166936791		72		6		MCF7-thioridazine-6h-1e-05M

		66		Other		fendiline		Other		MCF7		0.0000114		0.1159695817		61		6		MCF7-fendiline-6h-1.14e-05M

		13		DTXSID4022369		fulvestrant		ESR2|ESR1		MCF7		0.000001		0.1152073733		75		6		MCF7-fulvestrant-6h-1e-06M

		68		Other		estradiol		Other		MCF7		0.0000146		0.114992722		79		6		MCF7-estradiol-6h-1.46e-05M

		11		DTXSID4022367		estrone		ABCG2|ESR2|ESR1		MCF7		0.0000148		0.1149068323		74		6		MCF7-estrone-6h-1.48e-05M

		14		DTXSID4022369		fulvestrant		ESR2|ESR1		MCF7		0.000001		0.1135303266		73		6		MCF7-fulvestrant-6h-1e-06M

		74		Other		fluspirilene		Other		MCF7		0.0000084		0.1125		63		6		MCF7-fluspirilene-6h-8.4e-06M

		39		DTXSID8022371		testosterone		AR|ESR2		MCF7		0.0000116		0.1116138763		74		6		MCF7-testosterone-6h-1.16e-05M

		15		DTXSID4022369		fulvestrant		ESR2|ESR1		MCF7		0.000001		0.1109375		71		6		MCF7-fulvestrant-6h-1e-06M

		76		Other		hexestrol		Other		MCF7		0.0000148		0.1101694915		65		6		MCF7-hexestrol-6h-1.48e-05M

		78		Other		chlorprothixene		Other		MCF7		0.0000114		0.1099656357		64		6		MCF7-chlorprothixene-6h-1.14e-05M

		1		DTXSID1023441		perphenazine		DRD2		MCF7		0.00001		0.1099071207		71		6		MCF7-perphenazine-6h-1e-05M

		33		DTXSID7022382		dienestrol		ESR1		MCF7		0.000015		0.1097560976		72		6		MCF7-dienestrol-6h-1.5e-05M

		2		DTXSID1023441		perphenazine		DRD2		MCF7		0.00001		0.1092307692		71		6		MCF7-perphenazine-6h-1e-05M

		79		Other		zuclopenthixol		Other		MCF7		0.0000092		0.1088957055		71		6		MCF7-zuclopenthixol-6h-9.2e-06M

		75		Other		fluspirilene		Other		MCF7		0.0000084		0.1086261981		68		6		MCF7-fluspirilene-6h-8.4e-06M

		16		DTXSID4022369		fulvestrant		ESR2|ESR1		MCF7		0.00000001		0.1082706767		72		6		MCF7-fulvestrant-6h-1e-08M

		5		DTXSID2023642		terfenadine		ABCB1|KCNH2		MCF7		0.0000084		0.1082568807		59		6		MCF7-terfenadine-6h-8.4e-06M

		43		DTXSID9020110		astemizole		KCNH2|HRH1		MCF7		0.0000088		0.1076320939		55		6		MCF7-astemizole-6h-8.8e-06M

		80		Other		noretynodrel		Other		MCF7		0.0000134		0.1075418994		77		6		MCF7-noretynodrel-6h-1.34e-05M
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\"’EPA Putative CMap v2 / BioSpyder HTTr-Phase |
United States ) Target Affymetrlx
ig‘é‘;‘c’cmema' Protection Signature size PPV  |Positives Positive Chemicals found Top 5 Prediction (Uncurated)
Emodin, Phenazopyridine hydrochloride, Lactofen,
CYp2cs 131 1 1 Fluconazole Hexachlorophene, 2-Amino-5-azotoluene
o,p'-DDT, Genistein, 4-Nonylphenol, 4-
Performance Of Hydroxytamoxifen, Diethylstilbestrol, Raloxifene dl-Noreestrel SSR504734. Haloperidol. Cvelosporin A
CM 2 Aff t ESR1 257 1 11 hydrochloride, Bisphenol A, 17beta-Estradiol, 5alpha- Astemigzole ! ! P s yclosp !
d p \' yme rX- Dihydrotestosterone, Mifepristone, 4-(1,1,3,3-
. . Tetramethylbutyl)phenol
d e r|Ved S Ig n at ures 2-(Thiocyanomethylthio)benzothiazole, Azinphos-methyl,
H 5 HDAC1 124 1 2 Trichostatin A, Valproic acid Sodium (2-pyridylthio)-N-oxide, 3,3'-Dichlorobenzidine
for predICtlng ta rgets dihydrochloride
: : . . Adriamycin hydrochloride, PharmaGSID_48505,
usi ng BIOS pyder DHFR 215 1 2 Pyrimethamine, Methotrexate Etoposide, Resveratrol, Nisoldipine
. . dl-Norgestrel, Endosulfan, Isodrin, Genistein, 17alpha-
HTTr data NR112 139 1 2 17beta-Estradiol, Bisphenol A Estradiol
. . Flurandrenolide, Fluorometholone, Dexamethasone,
PGR 115 1 1 Mifepristone Melengestrol acetate, Betamethasone
1 1 . Resveratrol, dl-Norgestrel, o,p'-DDT, Tamoxifen,
Curation of hits HMGCR 236 1 1| Lovastatin Resveratrol, d
4-Nitrosodiphenylamine, Resveratrol, Adriamycin
necessa ry to ABCC2 357 1 1 Methotrexate hydrochloride, Nisoldipine, 8-Hydroxyquinoline sulfate
d ete rm | ne s eC|f|C|t Etoposide, Resveratrol, 4-Nitrosodiphenylamine,
p y TYMS 329 ! 1 Methotrexate Cytarabine hydrochloride, PharmaGSID_48505
ESR2 )81 0.86 7 Genistein, Diethylstilbestrol, 4-Nonylphenol, Bisphenol| dl-Norgestrel, 17alpha-Estradiol, Haloperidol, Cyclosporin
’ A, 4-Hydroxytamoxifen, 17beta-Estradiol A, Isodrin
0,p-DDT, 17beta-Estradiol, Salpha- dl-Norgestrel, Melengestrol acetate
AR 261 0.78 9 Dihydrotestosterone, Flutamide, Bisphenol A, Dehyd%oepia;mdrostergone 8-Hydrox;/quinoline Genistein
Mifepristone, 17-Methyltestosterone ! !
. . Fluocinolone acetonide, Bexarotene, 1-Naphthol,
NR3C2 352 0.5 2 Mifepristone Dexamethasone, dl-Norgestrel
. Fabesetron hydrochloride, Abamectin, SAR115740,
ABCB1 117 0.5 2 Reserpine SSR69071, Chlorobenzilate
NR3C1 148 05 4 Triamcinolone, Mifepristone Medroxyprogesterone acetate, Fluorometholone,
’ ! Melengestrol acetate, Dexamethasone, Prednisolone
. I Triclopyr, Triclopyr butotyl, p-Bromodiphenyl ether, 2-
CAL 176 0.5 4 Phenol, Sodium nitrite Fluoroacetamide, 1-Ethyl-2-methylbenzene
. PharmaGSID_48509, Acenaphthylene, CP-105696, Aloe-
CA2 341 0.5 4 Celecoxib, Phenol emodin, 2-Fluoroacetamide
. SSR69071, 17alpha-Estradiol, Chlordane, Cetylpyridinium
PTGS1 307 0.25 4 Indomethacin bromide, Zoxamide




SEPA HTTr Summary Slide

Technology: Targeted RNA-Seq based HTTr is a promising platform for comprehensive and cost-effective
evaluation of chemically-induced disruption of biological processes/pathways.

Workflow: We have developed a standardized, scalable and portable workflow to generate large-scale HTTr
data for thousands of chemicals.

Performance Standards: The use of reference materials / QC standards on each plate enable development
of performance standards for comparison within and across laboratories.

Concentration-Response Analysis: Incorporation of concentration-response modeling into the analysis
pipeline enables identification of transcriptional BPACs at the biological pathway/process level.

MIE/MOA Identification: Multiple analysis approaches are being investigated for identification of
MIE/MOA. Current methods are generally sensitive, but not specific and may be confounded by non-
specific secondary/tertiary transcriptional cascades. Cross-platform connectivity mapping currently shows
limited accuracy, but alternative analysis approaches are being explored that may improve this.
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High Throughput Phenotypic Profiling via
High Content Image Analysis




<EPA Phenotypic Profiling

Environmental Protection
Agency

Golgi + membrane

DNA RNA + ER + actin skeleton mitochondria

* Image-based phenotypic profiling is a chemical
screening method that measures a large variety of
morphological features of individual cells in in
vitro cultures.

e Successfully used for functional genomic studies
and in the pharmaceutical industry for compound
efficacy and toxicity screening.

S .
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e)(ture

1000 — 2000 features

* No requirement for a priori knowledge of

e Cell Painting (Bray et al., 2016, Nature Protocols): A cell
molecular targets.

morphology-based phenotypic profiling assay multiplexing

six fluorescent “non-antibody” labels, imaged in five

« May be used as an efficient and cost-effective channels, to evaluate multiple cellular compartments and
method for evaluating the chemical bioactivity. organelles.




SEPA Experimental Workflow

Agency
. ] Labelin Opera Phenix
Marker Cellular Component Labeling Chemistry h g
Phase Excitation Emission
Hoechst 33342 Nucleus Bisbenzamide probe that binds to dsDNA 405 480
Concanavalin A - Endoplasmic reticulum Lectin that sellectlvely b.mds t9 a-mannopyranosy! and .a—glucopyranosyl 435 550
AlexaFluor 488 residues enriched in rough endoplasmic reticulum
SYTO 14 nucleic acid stain Nucleoli Cyanine probe that binds to ssRNA Fixed 435 550
Wheat germ agglutinin (WGA) - Golgi Apparatus and Plasma Lectin that selectively binds to sialic acid and N-acetylglucosaminyl residues
AlexaFluor 555 Membrane enriched in the trans-Golgi network and plasma membrane 570 630
Phalloidin —AlexaFluor 568 F-actin (cytoskeleton) Phallotoxin (bicyclic heptapeptide) that binds filamentous actin
MitoTracker Deep Red Mitochondria Accumulates in active mitochondria Live 650 760
DNA RNA/ER it
plate 1 'y
cell profiling DNA: H-33342
o e
Dispensing Fixation I RMA: SYTO14
Cell Platin . . I i :
g Chemicals & Labelling i High Content ER: Cancanavalin A 288
time [h]: -24 0 48 I Imaging & Analysis - Phalloidin 568
l . I --------------I :ullh.:lljr
I | I e | gorm agglulinin (WGA) 555
: _ Mitochondria: MitoTracker
= I H-33342 Casp3/7 PI
= N ] z
— 5 : [ F 1504
- I High L‘D?Np:::::l::::nuimrm E 1237 cellcouant
1 Mooy Soflveore 1'C|EI"*"‘]'"—|—'?_'I"'Q"""“'
i L > 8 s ' 4
e e ———————— £ i
LabCyte Echo® 550 p|ate 2: u 509 v CaenttT nocltive l:{f
Liguid Handler ’ E_ ) |:|I|;1il;I-.:lr:.r|I'II:” I f
cell death / cell count f ole so-a-eatho
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Image Acquisition

* Perkin Elmer Opera Phenix

e 20x Water Immersion Objective

e Confocal Mode, Single Z

* CellCarrier-384 Ultra
Microplates




SEPA Image Analysis Workflow = Image Segmentation

Environmental Protection
Agency

1. find nuclei 3. reject border objects




< EPA Define Cellular Compartments

Environmental Protection
Agency

nuclei cytoplasm membrane




wEPA Image Analysis Workflow

United States

Roreymental Poectn Endpoints Ontologies:

* AGP_Texture Cytoplasm
* Mito_Compactness Ring

CYTOPLASM MEMEBRAME ~N e N . .
Profiling : = 1300 endp0|nts DNA_Intensity _Nuclei
with Harmony : 5
Software ; ;l
Shape (M)
B . S,C,AR,
P
T | S,C,AR, h
P y
Symmetry (S)
LT al >ER Ay Intensity (1)
P Intensity - Hol€ y
) MY
T I S,CAR, 5 iy S
’ P Bright Doty

Texture (T)

Axial (A) Profile (P)



<EPA

United States

Environmental Protection

Agency

Data Reduction

in R

cell-level data

(~500 cells/well)

cell value — medianpyso

1.4826 MADpc0

normalized
cell-level data

l median

well-level data

(=

A 4

clipped
well-level data

Data Processing

u
F I LR T IR TR T I S S P R}
* B oE k¥ o>k o
Ch -

using BMDExpress 2.2

1293 endpoints

v

Pre-filtering
BMD modelling

|

Model selection

Benchmark dose (BMD) modelling

4 models: Hill, Linear, Poly2, Power

Model with best AIC

Luyy|Eaprizamm

Berberine chloride
Mito_Cells_Morph_STAR



EPA Phase 1: Identification of Reference Chemicals

Experimental Design

Agency

Parameter ___ Multiplier | Notes

Cell Type(s) 1 U-2 OS @ Bone
Culture Condition 1 DMEM + 10% HI-FBS
Chemicals 16 14 phenoty_plc reference chgmlcals
2 negative control chemicals
Time Points: 1 48 hours
_ Cell Painting
AR [FeE 2 HCI Cell Viability & Apoptosis
Concentrations: 8 3.5 log,, units; semi log,, spacing
Biological Replicates: 3 --

a Reference cell line (Bray et al. 2016).




wEPA Reference Chemical Set

United States
Environmental Protection
Agency

» Reference chemicals (n=14) with narrative descriptions of observed phenotypes were identified from Gustafdottit et al. 2013.
» Candidate negative control chemicals (n=2) with no anticipated affect on cell phenotype were included in the reference set.

Compound Name Chemical Use Expected Phenotype

Amperozide

Berberine Chloride

Ca-074-Me
Etoposide
Fenbendazole
Fluphenazine
Latrunculin B
Metoclopramide
NPPD
Oxibendazole
Rapamycin
Rotenone
Saccharin
Sorbitol

Taxol

Tetrandrine

Atypical antipsychotic
Mitochondria complex | inhibitor
Cathepsin B inhibitor
Chemotherapeutic

Anthelmintic

Typical antipsychotic

Actin cytoskeleton disruptor

D, dompaine receptor antagonist
Chloride channel blocker
Anthelmintic

Macrolide antibiotic / antifungal
Mitochondria complex | inhibitor
Artificial Sweetener

Artificial Sweetener

Microtubule Stabilizer

Calcium channel blocker

Toroid nuclei

Redistribution of mitochondria

Bright, abundant golgi staining

Large, flat nucleoli

Giant, multi-nucleated cells

Enhanced golgi staining and some cells with fused nucleoli
Actin breaks

Enhanced golgi staining and some cells with fused nucleoli
Redistribution of ER to one side of the nucleus

Large, multi-nucleated cells with fused nucleoli

Reduced nucleolar size

Mitochondrial stressor

Negative Control

Negative Control

Large, multi-nucleated cells with fused nucleoli

Abundant ER

Gustafsdottir, et al. 2013



wEPA Phenotypic Profiles for Reference Chemicals [U-2 OS]

United States
Environmental Protection

Agency Shape
____ova DU FR MITO —
B =i e EE - - — TR - T ERE EE — : R e, 4 2 0 3

: Amperozide
L TN T O [ T IV | [l I by gy § T

I i ! ; Berberine Chloride
- 00
| " Ca-074-Me
| BRI kb hobes L i il ILE e P
I L I il [ o | g’ Etoposide
ce" count& . I m LIM_LL ! i wi il 1o TATEI ng(%
cvtOtOXiCity Info- h LLIJ_'_I‘ | T W JL | £1] llh\lll 1 Il ! 10 1 Han nel 1l X FenbendaZO|e

10% 4 Fluphenazine

I L ' i LR 1 il SO0 1 I, o 5

5% T ;5
‘ s Latrunculin B
>50% | h>15%T b}hn 1 “ pon | Sl L hm 5 w TIT 1 I L& ST IR S o 3;

o&\*\do‘;“’ . Metoclopramide
QO. A S MRS 3
O a
cz(ﬁ\\ o : NPPD
| ] Oxibendazole

R | Lo i I I !

é Rapamycin

L ; ] Rotenone
= l [l 1 ‘I“LL ILILIJ [ | 1 .01

, Saccharin
0

" Sorbitol

L i i bl i il L i < g T

.255 .
# Tetrandrine
[ BN | I 1 LI 1 'n N Im “IIHWI hll-[ 1. 1 ni - 255

e Effects on morphology observed at sub-cytotoxic concentrations.
* Unique phenotypic profiles observed across the reference chemical set.
B ° Some chemicals did not produce any effects.




“EPA Phenotypic Profiles Are Consistent with Previous Literature Studies

United States
Environmental Protection
Agency

solvent control (0.5% DMSO) Berberine Chloride (10 uM)

Parameters with marked effects:

©
Channel Compartment Domain '§
Mito Cytoplasm Texture -F;
Mito Cytoplasm + Ring Intensity Maximum §
Mito Entire Cell Morphology: Compactness g
Literature: redistribution of mitochondria e
Channel Compartment Domain
Cytoplasm + Ring Texture
Cytoplasm + Ring Intensity Maximum <
Entire Cell Morphology/Texture e
Literature: bright, abundant Golgi stain
Channel Compartment Domain
Entire Cell Morphology: Area
DNA + Nuclei Morphology: Compactness <
Texture w
ER + Cytoplasm + Ring Intensity: Sum 3
all Entire Cell Morphology g
a

Literature: large, flat nucleoli




\"vEPA Visualizing Phenotypic Profiles: Potency vs. Efficacy Plots
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Agency
Tetrandrine Berberine Chloride Oxibendazole

=] = =
a T o 5 =
3 -1 5 1* . E 5 i
x = g & . i | B ]
= = g d - =
m 54 1 a:'- EI ] u 1= : IE!
5 . 3 o 3 :
3 - 3 =
E‘ 18 % " g
E g ° 2
2w g B E v -
% g 2 4 R
E‘ . E 2 ¥ 5 H k.
3 2, g :
g . . ¥ ]
Q 2 ) Q 1
b 4 '1-':' = 1 - a !
E £ g Lo

n e | = 1 '
E E . . : i . E " tested range

1 L L L]
01 . 0.1 1 10 100 naumw 0.1 i 19 ot
Benchmark Dose [ul] Benchmark Dose (L) Benchmark Dose [ul]

Ca-074-Me Rapamycin Sorbitol

eybastats

w

5
]
W
=2
=
Y

1eshad relge wasled rarge

Magnitude (@ non-cyotoxicity) [fold of BMR level]
.
Maghitude (& nen-syotoxicity] [fold of BMR level]
1
Magnitude (@ non-cyotoxicity) [fold of BMR level]
A

T T | e T T T T
wmmrange 01 1 14 100 o apan atnet s 011 1 10 10 reowan 01 1 10 100 noamu
Benchmark Dose [ul] Benchmark Dose [ul] Benchmark Dose [ul]




<EPA

United States
Environmental Protection
Agency

Amperozide —

Berberine Chloride -

Ca-074-Me

Etoposide —

Fenbendazole

Fluphenazine

Latrunculin B

Metoclopramide

NPPD

Oxibendazole

Rapamycin

Rotenone

Saccharin

Sorbitol

Taxol

Tetrandrine

@ 5% quantile of profiling BMDs

{ BMD cell death
O BMD cell count
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* In vitro BPACs calculates as lower 5t
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» Effects on cell morphology observed
at concentrations well below
cytotoxicity.

* Potency varies across reference
chemical set



“EPA Phase 2: Pilot Screen

Experimental Design

Agency

Parameter ___ Multiplier | Notes

Cell Type(s) 1 U-2 OS @ Bone

Culture Condition 1 DMEM + 10% HI-FBS
: Selected from ToxCast
Glneimlies e el HTTK parameters
Time Points: 1 48 hours
_ Cell Painting
NS [FOTELEE 2 HCI Cell Viability & Apoptosis
Concentrations: 8 3.5 log,, units; semi log,, spacing
Biological Replicates: 3 --

a Reference cell line (Bray et al. 2016).




Environmental Protection
Agency

“EPA HTPP-Derived BPACs, ToxCast Chemicals

run181102_williams_1SD_pAll run181102_williams_1SD_pAll
Test chemicals (part 1) Test chemicals (part 2)
o

1,2,3-Trichlorobenzene @ 5% quantile of profiing BMDs oog 1,2-Benzisothiazolin-3-one @ 5% quantile of profiing BMDs Fe---Cd]-+ a2
1,2,4 5-Tetrachlorobenzene | g gmg 2::: f:j:; QO F----- IO 1-4 RN 1,2-Dinitrobenzene g gmg 2::: f:j:; o---{o_ T1d-4 o Llidds
17beta-Estradiol | re--{ o J---4 IRV 1,3-Diphenylguanidine | r-o--C &  1-4 JUFS
2-Methoxy-5-methylaniline | re-- T h T 17-Methyltestosterone | e--_ T H R
2-Methyl-4,6-dinitrophenol | ro--C T ]+ 5 2-Anisidine | ro 1T ™ o288k
2,6-Dimethylphenol | Fre{I _1--+ JE M 2-Methoxy-5-nitroaniline | ro--[ D i
3-Nitrotoluene | {1 -+ N 2,4,6-Trichlorophenol | r-e-{1T_ ™ R
3,3-Dimethylbenzidine | O F------ T Hh 354 2,6-Dimethylaniline >100gM
4-Cumylphenol | Or--—-—-T 14 a2, 4-(1,1,3,3-Tetramethylbutyl)phenol | (o] r--CBh S550%
Acenaphthylene o F————— o114 A2l 4-Octylphenol | O F- <o T2
Acetaminophen | F-@----_TH S5k 4-tert-Butylphenol - >ioogM

Aspirin | Fro---{ 1T+ N2 il Acenaphthene | e--C_Th s

Biphenyl - >1004M Candoxatril | e
Bis(2-ethylhexyl)hexanedioate —| o r--[TH o4 Chloramben | >100 gt
Bisphenol A | F--0---[__ 1T 1+ N2 il Chlorpyrifos | or---T1& w2 i

Clorophene | 0O F----- [ Sl Coumarin +re--{_TH 224k

CP-122721 | o --{ 1 ]-a0 Fary) Darbufelone mesylate Or--Th JAEL
Di-n-octyl phthalate | ----{__ T }+ Boum Didecyldimethylammonium chioride O --- - 5755

Diallyl phthalate | F---o--[ T 4 REFS Endothal F-@---_T op-+ TE

Diethyl phthalate -| o---__ 11 RIS Erythromycin | r--- T} FESi
Diethylstilbestrol -| Or----[@  1-4 KT Ethion | Or---[CIT14 <= S8
Diisobutyl phthalate | o A24 Ethoxyquin | F-o---__ & }-4 22540
Diphenhydramine hydrochloride | 288 Fluoranthene - e--{1I]-+ nS 8
Flutamide | a2 Genistein | re---_1T 14 e s

Isophorone - ,,9=72“2M2 Heptachlor - @®---- “:E"l ,\857“%

Mepanipyrim - o B Lovastatin F-o-[_Th T

Mifepristone —| "i‘g‘& Methylparaben — F--G- —:D-l n1=2§'§"7

Mirex | 354 Monobenzyl phthalate | o +-{Th 224
N-Ethylperfluorooctanesulfonamide - ,,21 g% Nitrofurazone — OF--- {:Ijl—e' ,Jl Wg
N-Nitrosodiphenylamine | a2l o-Cresol ZioogM
Nitrofurantoin - o LTk 28 Octhilinone | r-8@---(__ T }----- - AN
Perfluorooctanesulfonic acid - o] - ]--4 oI5 Oryzalin Fo--C_ 1T = 238
Phenol - o] === T+ W20 Perfluorooctanesulfonic acid | o F--CIT___F-H 0.58.4M

Phosmet - ®--CBH 04 P perflt B F-e-1T & oo

Potassium perfluorooctanesulfonate - ®--- :E'a ,,22 g% Potassium perfluorohexanesulfonate - O--- I:I:"| n1=5 1"5,”1
Pyrimethamine | O +--—--_T1+ REETS SB236057A | @®----_ 1o oLl
Quinoline O +---{__TH a2 8% Theophylline | >1004M

Raloxifene hydrochloride | Fe--- o 4 ¢ W24do Triclosan O r---TI8 ¢ 2248
Reserpine - O r----{""T14 g iethylene glycol bis(2-ethylhexanoate) ro--¢ T 4 288k
Tris(1,3-dichloro-2-propyl) phosphate | e---C1T_ ]-8 e Triphenyl phosphate r-o-[IT_o1&H ol dkE
I T T T T 1 I T T T T T 1
0.01 0.1 1 10 100 1000 0.001 0.01 0.1 1 10 100 1000

Benchmark Dose [uM] Benchmark Dose [uM]




Examples of Morphological Phenotypes
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“EPA Bioactivity & Exposure Ratio Comparisons Using Reverse Dosimetry

United States
Environmental Protection
Agency

EPA - ExpoCast

Exposure

HTT(PHBMI\)/IDIO 5t percentile of phenotypic profile BMD10 distribution used.
Apply high-
throughput * Using httk v1.§ values for humans N B
toxicokinetics Default to a Slmp./E model with no partition coefficients and use of steady-
(httk) to get state concentration.
* Assume 100% bioavailability and restrictive clearance.
mg/kg/day

U

Bioactivity-exposure

ratio POD;,4 : PODyrp ratio

EPA - ToxValDB

* NOEL, LOEL,
NOAEL, or
LOAEL

* Oral exposures

* Mag/kg/day

* Reverse dosimetry: Conversion of a bioactivity value to an in vivo steady state concentration using high-throughput

toxicokinetic (httk) modeling.

* Facilitates comparisons of biologically active in vitro concentrations to predicted human exposures and/or points-of-
departure (PODs) from in vivo toxicology studies

Figure Courtesy of Katie Paul-Friedman
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United States
Environn
Agency

Nitrofurazone

Reserpine

Perfluorooctanesulfonic acid
Didecyldimethylammonium chloride
Mepanim(rim

irex

2-Methyl-4,6-dinitrophenol
i-n-octyl ph halate

SBZ360%7A
Darbufelone mesylat
4-(1,1,3,3- Tetramethylbut*_ phenol

2-Benzisothiazolin-: 3 one

Potassmm perﬂuorooctanesulfonate

Nitrofurantoin

Clorophene

Acenaphthylene

3,3'-Dimethylbenzidine

Potassium perfluorohexanesulfonate

CP-122721

Potassium perfluorobutanesulfonate

Octhilinone

1,2,4 5-Tetrachlorobenzene

Tris(1,3- dichloro-2- -propyl) é)hosphate

thoxyquin

Diallyl phthalate

Oryzalin

thion

Acenaphthene

N-Ethylperfluorooctanesulfonamide

Chlorpyrifos

Monobenzyl phthalate

oumarin

Endothal

Pyrimethamine

17-Methyltestosterone

2-Anisidine

Diphenhydramine hEydrochIoriqe

rythromycin

17beta-Estradiol

2,4 6-Trichlorophenol

sophorone

Dlethylstllbestrul

-Cumylpheno

N- Nnrosodlphen lamine

4-Octylphenol

Fluoranthene

Mifepristone

1,3-Diphenylguanidine

Triethylene glycol bls(Z ethylhexanoate
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“EPA HTPP Summary

Agency

* Workflow: Developed a microfluidics-based laboratory workflow for cell plating, chemical screening and fluorescent
labeling of cells for measurements of organelle morphology.

* Concentration-Response Analysis: Developed a high content image analysis workflow (Harmony) and data analysis
pipeline that incorporates concentration-response modeling (R & BMDExpress 2.2).

* Reference Chemicals: Replicated profiles described in previous publications and identified candidate chemicals for use as
reference controls for screening applications.

* Sensitivity: Effects on cell morphology were often observed at concentrations well below the threshold for cytotoxicity
both with reference chemicals and a subset of the ToxCast library.

* Chemical Space: Screening of 80 ToxCast chemicals in U-2 OS cells produced ~90% hit rate. Comparison with ToxCast and
HTTr data indicates that there is a positive association between the number of ToxCast assays affected by a chemical, the
number of transcripts affected by a chemical and the number of morphological features affected in HTPP.
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“EPA Potential Application for HTTr in Screening Level BER Analysis

Environmental Protection
Agency

Subset by
Chemical +
Gene Matching
Expression Controls
Database

Normalize &
Transform
Data

Define Transcriptional
BPAC

MOA-Relevant
Pathway

Most Sensitive
Pathway

Screening-Level
Equivalent (ADE) BER Analysis

Administered Dose

Hezard
Eapasan

Exposure
Prediction

Database Database
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Chemicals with apparent mechanistic promiscuity have a high number of hits in each data type.

®
° ®
@ ®
® ° oo o
®
° ® ® o °
° oo
° eo @ © ©
® ° e ©
e
° ®
®
° ®
) ° ©
®
° °
oo °
®
® o
o ° ®
°
®
e 0o oo
)
')
e
300 600 900 1200



EPA Searching MSigDB Using ER Signature

Environmental Protection
Agency

category_code jaccard olap organism standard_name
H 0.127329193 41 human HALLMARK_ESTROGEN_RESPONSE_EARLY
C2 0.094972067 34 human DUTERTRE_ESTRADIOL_RESPONSE_6HR_UP
H 0.093373494 31human HALLMARK_ESTROGEN_RESPONSE_LATE
C2 0.087378641 18 human MASSARWEH_RESPONSE_TO_ESTRADIOL
C2 0.083067093 26 human NAGASHIMA_NRG1_SIGNALING_UP
C2 0.07826087 18 human STEIN_ESR1_TARGETS
H 0.077151335 26 human HALLMARK_TNFA_SIGNALING_VIA_NFKB
C2 0.076666667 23 human PHONG_TNF_RESPONSE_VIA_P38 PARTIAL
C6 0.075301205 25 human RAF_UPV1_ DN
C2 0.074712644 26 human BHAT ESR1_TARGETS_NOT_VIA AKT1 UP
C2 0.07266436 21 human PODAR_RESPONSE_TO_ADAPHOSTIN_UP
C2 0.069686411 20 human BROCKE_APOPTOSIS_REVERSED_BY_IL6
C6 0.068452381 23 human LTE2_UPV1_DN
C2 0.065822785 26 human MASSARWEH_TAMOXIFEN_RESISTANCE_DN
C2 0.065759637 29 human CREIGHTON_ENDOCRINE_THERAPY_RESISTANCE_4
C2 0.064748201 27 human BHAT_ESR1_TARGETS_VIA_AKT1_UP
C2 0.063829787 12 human FRASOR_RESPONSE_TO_ESTRADIOL_UP
C2 0.0625 13 human NAGASHIMA_EGF_SIGNALING_UP
C2 0.06031746 19 human ELVIDGE_HYPOXIA_UP
C2 0.059259259 16 human KAN_RESPONSE_TO_ARSENIC_TRIOXIDE




Evaluating Structurally Related Chemicals

Environmental Protection

Agency

SEPA
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SEPA Gene Set Analysis Summary (1)
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Minimum Pathway BMD for defining in vitro potency (BPAC)
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\l"’EPA n con jaccarﬂ n_dn n_un JE] ™
ABCB1|ESR2|CYP3A4|ESR1 Tamoxifen 50 0.0582386 300 300 41

United States

ig\g;gcmema' Protection Other Dehydroepiandrosterone 25.42373  0.056338 300 300 40
Other HMR1171 trifluoroacetate (1:1) 35 0.0548523 300 300 39

Other SSR146977 25 0.0546218 300 300 39

ESR2|ESR1 Fulvestrant 0.014967 0.0527778 300 300 38

KCNH2|HRH1 Astemizole 25.42373 0.0518934 300 300 37

Other Estradiol cypionate 0.299461 0.0516039 300 300 37

. . . ESR2|ESR1 Fulvestrant 0.04997 0.0516039 300 300 37

Se a rC h I n g E R S I g n at U re a ga I n St NR3C2|NR3C1|NR1I2|ABCBIDexamethasone 25.42373 0.0511757 300 300 37
Other Niclosamide 12.71186 0.0504909 300 300 36

M C F—7 Te m po-se q Data ESR2|ESR1 Fulvestrant 1.473477 0.0499307 300 300 36
Other dl-Norgestrel 9.433962 0.0499307 300 300 36

ALOX15|ALOX5|ALOX12 Nordihydroguaiaretic acid 25.42373 0.0498615 300 300 36

Other SSR 240612 11.44068 0.0497238 300 300 36

M . . f h . I Other Diethylstilbestrol dipropionate 25.42373 0.0495868 300 300 36
OSt gen IStEIn (re ere nce C em Ica ) Other SSR69071 25 0.0492264 300 300 35

. . Other SSR 240612 45 0.0486787 300 300 35
Pr0f| IeS matCh the S|gnatu re ESR2| ESR1 Fulvestrant 12.71186 0.0486787 300 300 35
ESR2|ESR1 Fulvestrant 4.716981 0.0486111 300 300 35

Other Disulfiram 25.42373 0.0476858 300 300 34

ESR1 Raloxifene hydrochloride 25.42373 0.0469613 300 300 34

Many hits With Chemica IS that have Other Cyclosporin A 9.433962 0.0469613 300 300 34
ESR2|ESR1 Fulvestrant 0.149731 0.0469613 300 300 34

Other Emamectin benzoate 25.42373 0.0464135 300 300 33

Not b een curate d Other Fluorometholone 0.299461 0.0460251 300 300 33
Other Fluorometholone 2.946955 0.0458971 300 300 33

AHR Benzo(k)fluoranthene 9.433962 0.0458333 300 300 33

Other Flurandrenolide 25.42373 0.0457064 300 300 33

Other Hydramethylnon 25.42373 0.0453297 300 300 33

Other Methyl Violet 25.42373 0.0450704 300 300 32

Other Antimony trichloride 25.42373 0.0448808 300 300 32

Other Rhodamine 6G 2.946955 0.0448179 300 300 32

Other Sodium (2-pyridylthio)-N-oxide 25.42373 0.0448179 300 300 32

Other Tributyltin chloride 2.946955 0.0446927 300 300 32

Other 1-Chloro-2,4-dinitrobenzene 25.42373 0.0445682 300 300 32

NR3C1 Methylprednisolone 0.09994 0.0443828 300 300 32

Other Dibenz(a,h)anthracene 8.018868 0.0443213 300 300 32

Other Cyclosporin A 25.42373 0.0443213 300 300 32

ESRRG|ESRRB|ESR2|ESR1  Diethylstilbestrol 0.029935  0.04426 300 300 32
ESR2|ESR1 Fulvestrant 50 0.0441989 300 300 32
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				dsstox_sid		name		target		chem		conc		jaccard		n_dn		n_up		olap		trt_grp_id

		147		DTXSID3047477		Other		Other		dl-Norgestrel		100		0.0767004342		300		300		53		TP0001967M08-pg36-DMEM-6h-100.0000

		153		DTXSID3047348		Other		Other		SSR504734		100		0.0690647482		300		300		48		TP0001719I11-pg12-DMEM-6h-100.0000

		112		DTXSID6022345		o,p-ddt		AR|ESR1		o,p'-DDT		95		0.0639204545		300		300		45		TP0001718O24-pg02-DMEM-6h-095.0000

		59		DTXSID4034150		haloperidol		ADRA1A|KCNH2|ADRA1D|HTR2B|DRD4|DRD5|DRD2|ADRA2A|CHRM1|ADRA2C|HTR2A|ADRA2B|HTR2C|HRH1|SIGMAR1|DRD1|DRD3|HTR1A		Haloperidol		100		0.0622347949		300		300		44		TP0001719N09-pg14-DMEM-6h-100.0000

		62		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0620592384		300		300		44		GEN-pg29-DMEM-6h-010.0000

		154		DTXSID8022377		Other		Other		17alpha-Estradiol		100		0.0603932584		300		300		43		TP0001718D07-pg04-DMEM-6h-100.0000

		157		DTXSID5023954		Other		Other		Technical chlordane		100		0.059914408		300		300		42		TP0001967O07-pg36-DMEM-6h-100.0000

		63		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0593220339		300		300		42		GEN-pg37-DMEM-6h-010.0000

		64		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.05907173		300		300		42		GEN-pg39-DMEM-6h-010.0000

		65		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0589060309		300		300		42		GEN-pg31-DMEM-6h-010.0000

		158		DTXSID5029055		Other		Other		4-Nonylphenol, branched		100		0.0583214794		300		300		41		TP0001718H05-pg01-DMEM-6h-100.0000

		25		DTXSID1034187		tamoxifen		ABCB1|ESR2|CYP3A4|ESR1		Tamoxifen		50		0.0582386364		300		300		41		TP0001719N17-pg14-DMEM-6h-050.0000

		66		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0579915134		300		300		41		GEN-pg30-DMEM-6h-010.0000

		159		DTXSID3021192		Other		Other		Promethazine hydrochloride		100		0.0578279267		300		300		41		EPAPLT0028H09-pg44-DMEM-6h-100.0000

		67		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0564971751		300		300		40		GEN-pg16-DMEM-6h-010.0000

		160		DTXSID4020379		Other		Other		Dehydroepiandrosterone		25.4237288		0.0563380282		300		300		40		EPAPLT0027J06-pg30-DMEM-6h-025.4237

		165		DTXSID7020267		Other		Other		Chlordane		100		0.0563380282		300		300		40		TP0001718H21-pg09-DMEM-6h-100.0000

		166		DTXSID6047280		Other		Other		CP-607366		100		0.0562587904		300		300		40		TP0001718K10-pg05-DMEM-6h-100.0000

		19		DTXSID1020560		endosulfan		ESR1		Endosulfan		100		0.0562587904		300		300		40		TP0001720J02-pg15-DMEM-6h-100.0000

		161		DTXSID4020379		Other		Other		Dehydroepiandrosterone		100		0.0561009818		300		300		40		TP0001720K20-pg16-DMEM-6h-100.0000

		107		DTXSID5033836		4-nonylphenol		ESR2|ESR1		4-Nonylphenol		100		0.0558659218		300		300		40		TP0001718G02-pg01-DMEM-6h-100.0000

		167		DTXSID9047251		Other		Other		CP-122721		100		0.0552407932		300		300		39		TP0001718B05-pg07-DMEM-6h-100.0000

		168		DTXSID2047353		Other		Other		SSR 241586 HCl		60		0.0550070522		300		300		39		TP0001719K21-pg13-DMEM-6h-060.0000

		169		DTXSID1024126		Other		Other		Heptachlor epoxide		100		0.0549295775		300		300		39		TP0001718O02-pg02-DMEM-6h-100.0000

		171		DTXSID8023892		Other		Other		Abamectin		100		0.0548523207		300		300		39		TP0001720P05-pg21-DMEM-6h-100.0000

		170		DTXSID3048522		Other		Other		HMR1171 trifluoroacetate (1:1)		35		0.0548523207		300		300		39		TP0001718E05-pg08-DMEM-6h-035.0000

		172		DTXSID8047341		Other		Other		SSR146977		25		0.0546218487		300		300		39		TP0001718D04-pg04-DMEM-6h-025.0000

		68		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0546218487		300		300		39		GEN-pg36-DMEM-6h-010.0000

		173		DTXSID4022999		Other		Other		Estradiol cypionate		100		0.0539007092		300		300		38		EPAPLT0027D13-pg41-DMEM-6h-100.0000

		180		DTXSID4027527		Other		Other		1,2,5,6,9,10-Hexabromocyclododecane		100		0.0535211268		300		300		38		EPAPLT0028J08-pg45-DMEM-6h-100.0000

		181		DTXSID7042065		Other		Other		Isodrin		100		0.0534458509		300		300		38		TP0001969B07-pg28-DMEM-6h-100.0000

		182		DTXSID9044536		Other		Other		1-(6-tert-Butyl-1,1-dimethyl-2,3-dihydro-1H-inden-4-yl)ethanone		100		0.0532959327		300		300		38		EPAPLT0027C14-pg40-DMEM-6h-100.0000

		184		DTXSID8024238		Other		Other		Oryzalin		100		0.0532212885		300		300		38		TP0001718I23-pg09-DMEM-6h-100.0000

		69		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0530726257		300		300		38		GEN-pg35-DMEM-6h-010.0000

		185		DTXSID4021478		Other		Other		Lynestrenol		100		0.0529986053		300		300		38		EPAPLT0028E22-pg43-DMEM-6h-100.0000

		51		DTXSID4022369		fulvestrant		ESR2|ESR1		Fulvestrant		0.01496735		0.0527777778		300		300		38		TP0001719K13-pg13-DMEM-6h-000.0150

		188		DTXSID4020450		Other		Other		Dicofol		95		0.0521126761		300		300		37		TP0001720G02-pg25-DMEM-6h-095.0000

		189		DTXSID4034609		Other		Other		Fipronil		100		0.0520393812		300		300		37		TP0001720E16-pg24-DMEM-6h-100.0000

		190		DTXSID0020365		Other		Other		Cyclosporin A		100		0.0519662921		300		300		37		TP0001967L03-pg36-DMEM-6h-100.0000

		135		DTXSID9020110		astemizole		KCNH2|HRH1		Astemizole		25.4237288		0.0518934081		300		300		37		EPAPLT0027B13-pg40-DMEM-6h-025.4237

		70		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0517482517		300		300		37		GEN-pg08-DMEM-6h-010.0000

		1		DTXSID0020814		mestranol		ESR1		Mestranol		100		0.0517482517		300		300		37		TP0001720F22-pg24-DMEM-6h-100.0000

		194		DTXSID7047146		Other		Other		Diethylstilbestrol dipropionate		100		0.0517482517		300		300		37		TP0001967N07-pg36-DMEM-6h-100.0000

		174		DTXSID4022999		Other		Other		Estradiol cypionate		0.299461		0.0516039052		300		300		37		EPAPLT0027D13-pg41-DMEM-6h-000.2995

		52		DTXSID4022369		fulvestrant		ESR2|ESR1		Fulvestrant		0.04997		0.0516039052		300		300		37		TP0001719K13-pg13-DMEM-6h-000.0500

		71		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0516039052		300		300		37		GEN-pg23-DMEM-6h-010.0000

		72		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0514603616		300		300		37		GEN-pg22-DMEM-6h-010.0000

		33		DTXSID3020384		dexamethasone		NR3C2|NR3C1|NR1I2|ABCB1|AR|PGR		Dexamethasone		25.4237288		0.051175657		300		300		37		TP0001967B09-pg26-DMEM-6h-025.4237

		199		DTXSID6020690		Other		Other		Hexachlorophene		100		0.0509193777		300		300		36		TP0001969I09-pg29-DMEM-6h-100.0000

		202		DTXSID5032498		Other		Other		Triclosan		100		0.0507042254		300		300		36		TP0001718K16-pg05-DMEM-6h-100.0000

		203		DTXSID8020337		Other		Other		Clomiphene citrate (1:1)		100		0.0506329114		300		300		36		TP0001718D16-pg04-DMEM-6h-100.0000

		205		DTXSID7040362		Other		Other		Niclosamide		12.7118644		0.0504908836		300		300		36		TP0001720O18-pg21-DMEM-6h-012.7119

		208		DTXSID7037717		Other		Other		Bisphenol AF		100		0.0503496503		300		300		36		TP0001719G07-pg11-DMEM-6h-100.0000

		209		DTXSID7047435		Other		Other		Fluorometholone		100		0.0502793296		300		300		36		EPAPLT0027K14-pg30-DMEM-6h-100.0000

		73		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0502793296		300		300		36		GEN-pg32-DMEM-6h-010.0000

		216		DTXSID7047358		Other		Other		Nelivaptan		100		0.050209205		300		300		36		TP0001718A24-pg07-DMEM-6h-100.0000

		218		DTXSID8041248		Other		Other		2,5-Di-tert-butylbenzene-1,4-diol		100		0.0501392758		300		300		36		TP0001718M19-pg06-DMEM-6h-100.0000

		74		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.050069541		300		300		36		GEN-pg02-DMEM-6h-010.0000

		53		DTXSID4022369		fulvestrant		ESR2|ESR1		Fulvestrant		1.4734774		0.0499306519		300		300		36		TP0001719K13-pg13-DMEM-6h-001.4735

		148		DTXSID3047477		Other		Other		dl-Norgestrel		9.4339623		0.0499306519		300		300		36		TP0001967M08-pg36-DMEM-6h-009.4340

		75		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0498614958		300		300		36		GEN-pg45-DMEM-6h-010.0000

		103		DTXSID5022437		nordihydroguaiaretic acid		ALOX15|ALOX5|ALOX12		Nordihydroguaiaretic acid		25.4237288		0.0498614958		300		300		36		EPAPLT0027A17-pg39-DMEM-6h-025.4237

		76		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0497925311		300		300		36		GEN-pg43-DMEM-6h-010.0000

		220		DTXSID2047351		Other		Other		SSR 240612		11.44067796		0.0497237569		300		300		36		TP0001718E10-pg08-DMEM-6h-011.4407

		195		DTXSID7047146		Other		Other		Diethylstilbestrol dipropionate		25.4237288		0.0495867769		300		300		36		TP0001967N07-pg36-DMEM-6h-025.4237

		222		DTXSID1047368		Other		Other		SSR69071		25		0.0492264416		300		300		35		TP0001718E07-pg08-DMEM-6h-025.0000

		26		DTXSID1040619		bexarotene		RARA|RARB|RARG|RXRG|RXRA|RXRB		Bexarotene		100		0.0491573034		300		300		35		EPAPLT0027C17-pg40-DMEM-6h-100.0000

		224		DTXSID4020870		Other		Other		2,2'-Methylenebis(4-methyl-6-tert-butylphenol)		100		0.0491573034		300		300		35		TP0001720J22-pg15-DMEM-6h-100.0000

		223		DTXSID9020299		Other		Other		Chlorobenzilate		100		0.0491573034		300		300		35		TP0001719O20-pg14-DMEM-6h-100.0000

		47		DTXSID3037094		4-hydroxytamoxifen		ESRRG|ESR2|ESR1		4-Hydroxytamoxifen		60		0.049088359		300		300		35		TP0001718F22-pg01-DMEM-6h-060.0000

		226		DTXSID6023868		Other		Other		Hydramethylnon		100		0.0488826816		300		300		35		EPAPLT0027L14-pg31-DMEM-6h-100.0000

		228		DTXSID3025178		Other		Other		1,3-Diphenylguanidine		100		0.0488145049		300		300		35		TP0001718L24-pg06-DMEM-6h-100.0000

		77		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0488145049		300		300		35		GEN-pg04-DMEM-6h-010.0000

		78		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0487465181		300		300		35		GEN-pg19-DMEM-6h-010.0000

		221		DTXSID2047351		Other		Other		SSR 240612		45		0.0486787204		300		300		35		TP0001718E10-pg08-DMEM-6h-045.0000

		54		DTXSID4022369		fulvestrant		ESR2|ESR1		Fulvestrant		12.7118644		0.0486787204		300		300		35		TP0001719K13-pg13-DMEM-6h-012.7119

		230		DTXSID7022598		Other		Other		Amoxapine		100		0.0486111111		300		300		35		EPAPLT0027N14-pg46-DMEM-6h-100.0000

		55		DTXSID4022369		fulvestrant		ESR2|ESR1		Fulvestrant		4.71698115		0.0486111111		300		300		35		TP0001719K13-pg13-DMEM-6h-004.7170

		79		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0486111111		300		300		35		GEN-pg28-DMEM-6h-010.0000

		231		DTXSID5036684		Other		Other		4-Hydroxybenzophenone		100		0.0485436893		300		300		35		EPAPLT0027L19-pg31-DMEM-6h-100.0000

		233		DTXSID5048184		Other		Other		Melengestrol acetate		100		0.0484764543		300		300		35		EPAPLT0027C09-pg40-DMEM-6h-100.0000

		235		DTXSID2034881		Other		Other		Quinoxyfen		100		0.0482269504		300		300		34		TP0001720L17-pg16-DMEM-6h-100.0000

		236		DTXSID9020114		Other		Other		Auramine hydrochloride		100		0.0478873239		300		300		34		TP0001720K19-pg16-DMEM-6h-100.0000

		238		DTXSID5024134		Other		Other		delta-Hexachlorocyclohexane		100		0.0476858345		300		300		34		TP0001969A10-pg28-DMEM-6h-100.0000

		239		DTXSID1021322		Other		Other		Disulfiram		25.4237288		0.0476858345		300		300		34		TP0001719J08-pg12-DMEM-6h-025.4237

		20		DTXSID1020770		kepone		ESR1		Kepone		100		0.0475524476		300		300		34		TP0001719F17-pg10-DMEM-6h-100.0000

		242		DTXSID9020453		Other		Other		Dieldrin		95		0.0475524476		300		300		34		TP0001719G04-pg11-DMEM-6h-095.0000

		243		DTXSID7037185		Other		Other		Amiodarone hydrochloride		75		0.0474860335		300		300		34		TP0001718F15-pg08-DMEM-6h-075.0000

		244		DTXSID9048512		Other		Other		Ro 23-7637		100		0.0474860335		300		300		34		TP0001719G15-pg11-DMEM-6h-100.0000

		245		DTXSID8035180		Other		Other		Allethrin		105		0.0472878999		300		300		34		TP0001720D18-pg19-DMEM-6h-105.0000

		246		DTXSID1041506		Other		Other		4-Chloro-2-cyclopentylphenol		100		0.0471567268		300		300		34		TP0001969J08-pg38-DMEM-6h-100.0000

		247		DTXSID1041978		Other		Other		Flufenoxuron		100		0.0471567268		300		300		34		EPAPLT0028E21-pg48-DMEM-6h-100.0000

		248		DTXSID3020679		Other		Other		Heptachlor		100		0.0470914127		300		300		34		TP0001718H20-pg09-DMEM-6h-100.0000

		13		DTXSID0025527		medroxyprogesterone acetate		NR3C1|AR|PGR		Medroxyprogesterone acetate		100		0.046961326		300		300		34		EPAPLT0027H06-pg35-DMEM-6h-100.0000

		21		DTXSID1034181		raloxifene hydrochloride		ESR1		Raloxifene hydrochloride		25.4237288		0.046961326		300		300		34		TP0001718E16-pg08-DMEM-6h-025.4237

		191		DTXSID0020365		Other		Other		Cyclosporin A		9.4339623		0.046961326		300		300		34		TP0001967L03-pg36-DMEM-6h-009.4340

		126		DTXSID8020202		budesonide		NR3C1|IL5		Budesonide		100		0.046961326		300		300		34		EPAPLT0028G18-pg43-DMEM-6h-100.0000

		56		DTXSID4022369		fulvestrant		ESR2|ESR1		Fulvestrant		0.1497305		0.046961326		300		300		34		TP0001719K13-pg13-DMEM-6h-000.1497

		249		DTXSID3036496		Other		Other		Levonorgestrel		100		0.0468965517		300		300		34		TP0001719G02-pg11-DMEM-6h-100.0000

		250		DTXSID0045254		Other		Other		21-Hydroxyprogesterone		100		0.0468965517		300		300		34		TP0001967F06-pg27-DMEM-6h-100.0000

		251		DTXSID2023016		Other		Other		Ethisterone		100		0.0468319559		300		300		34		EPAPLT0027F15-pg34-DMEM-6h-100.0000

		253		DTXSID0034566		Other		Other		Emamectin benzoate		25.4237288		0.0464135021		300		300		33		TP0001720P15-pg21-DMEM-6h-025.4237

		131		DTXSID8022325		2,2-bis(4-hydroxyphenyl)-1,1,1-trichloroethane		AR|ESR2|ESR1		2,2-Bis(4-hydroxyphenyl)-1,1,1-trichloroethane		100		0.0462184874		300		300		33		TP0001720C05-pg19-DMEM-6h-100.0000

		22		DTXSID1034181		raloxifene hydrochloride		ESR1		Raloxifene hydrochloride		100		0.0462184874		300		300		33		TP0001718E16-pg08-DMEM-6h-100.0000

		254		DTXSID4044161		Other		Other		Antimony trichloride		100		0.0461538462		300		300		33		TP0001969I08-pg29-DMEM-6h-100.0000

		257		DTXSID8034586		Other		Other		Etoxazole		100		0.0460251046		300		300		33		TP0001720B16-pg18-DMEM-6h-100.0000

		210		DTXSID7047435		Other		Other		Fluorometholone		0.299461		0.0460251046		300		300		33		EPAPLT0027K14-pg30-DMEM-6h-000.2995

		49		DTXSID4022313		o,p-dde		ESR1		o,p'-DDE		100		0.0459610028		300		300		33		TP0001969L09-pg38-DMEM-6h-100.0000

		258		DTXSID5020154		Other		Other		Clorophene		100		0.0459610028		300		300		33		TP0001718D02-pg04-DMEM-6h-100.0000

		211		DTXSID7047435		Other		Other		Fluorometholone		2.9469548		0.0458970793		300		300		33		EPAPLT0027K14-pg30-DMEM-6h-002.9470

		259		DTXSID4020373		Other		Other		p,p'-DDD		100		0.0458970793		300		300		33		TP0001719E19-pg10-DMEM-6h-100.0000

		261		DTXSID6021793		Other		Other		1-Naphthol		100		0.0458333333		300		300		33		EPAPLT0027E14-pg41-DMEM-6h-100.0000

		267		DTXSID3022536		Other		Other		4-Cumylphenol		100		0.0458333333		300		300		33		TP0001718C12-pg04-DMEM-6h-100.0000

		260		DTXSID7024827		Other		Other		Chlorpromazine hydrochloride		100		0.0458333333		300		300		33		TP0001719C13-pg23-DMEM-6h-100.0000

		48		DTXSID4020375		p,p-ddt		ESR1		Dichlorodiphenyltrichloroethane		100		0.0458333333		300		300		33		TP0001719L22-pg17-DMEM-6h-100.0000

		7		DTXSID0023909		benzo(k)fluoranthene		AHR		Benzo(k)fluoranthene		9.4339623		0.0458333333		300		300		33		TP0001969L02-pg38-DMEM-6h-009.4340

		118		DTXSID7023300		methylprednisolone		NR3C1		Methylprednisolone		100		0.0457697642		300		300		33		TP0001967N05-pg36-DMEM-6h-100.0000

		268		DTXSID2044507		Other		Other		Maprotiline hydrochloride		100		0.0457697642		300		300		33		EPAPLT0028D02-pg48-DMEM-6h-100.0000

		269		DTXSID2047434		Other		Other		Flurandrenolide		25.4237288		0.0457063712		300		300		33		EPAPLT0027L16-pg31-DMEM-6h-025.4237

		275		DTXSID6044519		Other		Other		1,1,3,3,5-Pentamethyl-4,6-dinitro-2,3-dihydro-1H-indene		100		0.0457063712		300		300		33		EPAPLT0028F11-pg43-DMEM-6h-100.0000

		276		DTXSID0040674		Other		Other		Fluocinolone acetonide		100		0.0457063712		300		300		33		EPAPLT0027M18-pg31-DMEM-6h-100.0000

		282		DTXSID8020040		Other		Other		Aldrin		100		0.0456431535		300		300		33		TP0001719M10-pg17-DMEM-6h-100.0000

		227		DTXSID6023868		Other		Other		Hydramethylnon		25.4237288		0.0453296703		300		300		33		EPAPLT0027L14-pg31-DMEM-6h-025.4237

		283		DTXSID8046666		Other		Other		Methyl Violet		25.4237288		0.0450704225		300		300		32		TP0001969L04-pg38-DMEM-6h-025.4237

		287		DTXSID6020226		Other		Other		Cadmium chloride		100		0.0449438202		300		300		32		EPAPLT0027J08-pg30-DMEM-6h-100.0000

		255		DTXSID4044161		Other		Other		Antimony trichloride		25.4237288		0.0448807854		300		300		32		TP0001969I08-pg29-DMEM-6h-025.4237

		288		DTXSID1034210		Other		Other		Prodiamine		95		0.0448807854		300		300		32		TP0001720J14-pg15-DMEM-6h-095.0000

		294		DTXSID1021243		Other		Other		Rhodamine 6G		2.9469548		0.0448179272		300		300		32		TP0001720N23-pg20-DMEM-6h-002.9470

		290		DTXSID9032329		Other		Other		Bensulide		100		0.0448179272		300		300		32		TP0001720E10-pg24-DMEM-6h-100.0000

		291		DTXSID3042390		Other		Other		Sodium (2-pyridylthio)-N-oxide		25.4237288		0.0448179272		300		300		32		TP0001718L02-pg05-DMEM-6h-025.4237

		298		DTXSID3027403		Other		Other		Tributyltin chloride		2.9469548		0.0446927374		300		300		32		TP0001719D03-pg23-DMEM-6h-002.9470

		297		DTXSID4032372		Other		Other		Difenoconazole		100		0.0446927374		300		300		32		TP0001720O10-pg21-DMEM-6h-100.0000

		296		DTXSID6025226		Other		Other		Econazole nitrate		100		0.0446927374		300		300		32		EPAPLT0027J02-pg30-DMEM-6h-100.0000

		292		DTXSID3042390		Other		Other		Sodium (2-pyridylthio)-N-oxide		100		0.0446927374		300		300		32		TP0001718L02-pg05-DMEM-6h-100.0000

		299		DTXSID2033314		Other		Other		Chlorhexidine		100		0.0446304045		300		300		32		EPAPLT0027E17-pg41-DMEM-6h-100.0000

		301		DTXSID6020278		Other		Other		1-Chloro-2,4-dinitrobenzene		25.4237288		0.0445682451		300		300		32		TP0001720D20-pg19-DMEM-6h-025.4237

		302		DTXSID5034303		Other		Other		Fluroxypyr-meptyl		100		0.0445062587		300		300		32		TP0001720D15-pg19-DMEM-6h-100.0000

		80		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0443828017		300		300		32		GEN-pg14-DMEM-6h-010.0000

		119		DTXSID7023300		methylprednisolone		NR3C1		Methylprednisolone		0.09994		0.0443828017		300		300		32		TP0001967N05-pg36-DMEM-6h-000.0999

		81		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0443213296		300		300		32		GEN-pg40-DMEM-6h-010.0000

		303		DTXSID9020409		Other		Other		Dibenz(a,h)anthracene		8.018867955		0.0443213296		300		300		32		TP0001720M20-pg20-DMEM-6h-008.0189

		192		DTXSID0020365		Other		Other		Cyclosporin A		25.4237288		0.0443213296		300		300		32		TP0001967L03-pg36-DMEM-6h-025.4237

		41		DTXSID3020465		diethylstilbestrol		ESRRG|ESRRB|ESR2|ESR1		Diethylstilbestrol		0.0299347		0.0442600277		300		300		32		TP0001718E09-pg08-DMEM-6h-000.0299

		82		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.044198895		300		300		32		GEN-pg46-DMEM-6h-010.0000

		309		DTXSID9033187		Other		Other		Amitriptyline hydrochloride		100		0.044198895		300		300		32		EPAPLT0028K11-pg45-DMEM-6h-100.0000

		57		DTXSID4022369		fulvestrant		ESR2|ESR1		Fulvestrant		50		0.044198895		300		300		32		TP0001719K13-pg13-DMEM-6h-050.0000

		83		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.044137931		300		300		32		GEN-pg21-DMEM-6h-010.0000

		311		DTXSID1041683		Other		Other		Bromofos		9.4339623		0.044137931		300		300		32		TP0001969J07-pg38-DMEM-6h-009.4340

		310		DTXSID4047387		Other		Other		SAR102779		75		0.044137931		300		300		32		TP0001718L19-pg06-DMEM-6h-075.0000

		149		DTXSID3047477		Other		Other		dl-Norgestrel		2.9469548		0.044137931		300		300		32		TP0001967M08-pg36-DMEM-6h-002.9470

		196		DTXSID7047146		Other		Other		Diethylstilbestrol dipropionate		0.0299347		0.044137931		300		300		32		TP0001967N07-pg36-DMEM-6h-000.0299

		104		DTXSID5022437		nordihydroguaiaretic acid		ALOX15|ALOX5|ALOX12		Nordihydroguaiaretic acid		9.4339623		0.044077135		300		300		32		EPAPLT0027A17-pg39-DMEM-6h-009.4340

		155		DTXSID8022377		Other		Other		17alpha-Estradiol		9.4339623		0.044077135		300		300		32		TP0001718D07-pg04-DMEM-6h-009.4340

		175		DTXSID4022999		Other		Other		Estradiol cypionate		0.0299347		0.044077135		300		300		32		EPAPLT0027D13-pg41-DMEM-6h-000.0299

		45		DTXSID3022667		betamethasone		NR3C1		Betamethasone		100		0.0440165062		300		300		32		EPAPLT0027P22-pg47-DMEM-6h-100.0000

		127		DTXSID8020202		budesonide		NR3C1|IL5		Budesonide		0.299461		0.043956044		300		300		32		EPAPLT0028G18-pg43-DMEM-6h-000.2995

		314		DTXSID5020730		Other		Other		8-Hydroxyquinoline		100		0.0436619718		300		300		31		TP0001719A10-pg22-DMEM-6h-100.0000

		124		DTXSID7029871		clotrimazole		NR1I3|NR1I2|ERG11		Clotrimazole		100		0.0435393258		300		300		31		TP0001719D19-pg23-DMEM-6h-100.0000

		284		DTXSID8046666		Other		Other		Methyl Violet		9.4339623		0.0434782609		300		300		31		TP0001969L04-pg38-DMEM-6h-009.4340

		316		DTXSID0034223		Other		Other		Tebufenpyrad		95		0.0434782609		300		300		31		TP0001720L14-pg16-DMEM-6h-095.0000

		317		DTXSID3047342		Other		Other		SR125047		90		0.0434173669		300		300		31		TP0001719O24-pg14-DMEM-6h-090.0000

		237		DTXSID9020114		Other		Other		Auramine hydrochloride		100		0.0433566434		300		300		31		EPAPLT0027A03-pg39-DMEM-6h-100.0000

		318		DTXSID5020233		Other		Other		Ergocalciferol		100		0.0432357043		300		300		31		TP0001720C20-pg19-DMEM-6h-100.0000

		319		DTXSID2040363		Other		Other		Diniconazole		100		0.0431754875		300		300		31		TP0001720P18-pg21-DMEM-6h-100.0000

		42		DTXSID3020465		diethylstilbestrol		ESRRG|ESRRB|ESR2|ESR1		Diethylstilbestrol		100		0.0431154381		300		300		31		TP0001718E09-pg08-DMEM-6h-100.0000

		320		DTXSID7029241		Other		Other		2,4-Bis(1-methyl-1-phenylethyl)phenol		100		0.0431154381		300		300		31		TP0001719G16-pg11-DMEM-6h-100.0000

		321		DTXSID0041985		Other		Other		Fluorosalan		100		0.0431154381		300		300		31		EPAPLT0027J20-pg30-DMEM-6h-100.0000

		84		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0430555556		300		300		31		GEN-pg12-DMEM-6h-010.0000

		323		DTXSID7022253		Other		Other		Resmethrin		100		0.0430555556		300		300		31		TP0001720O04-pg21-DMEM-6h-100.0000

		324		DTXSID5020653		Other		Other		Gentian Violet		9.4339623		0.0429958391		300		300		31		TP0001719K14-pg13-DMEM-6h-009.4340

		85		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0429958391		300		300		31		GEN-pg41-DMEM-6h-010.0000

		277		DTXSID0040674		Other		Other		Fluocinolone acetonide		0.299461		0.0429958391		300		300		31		EPAPLT0027M18-pg31-DMEM-6h-000.2995

		212		DTXSID7047435		Other		Other		Fluorometholone		25.4237288		0.0429958391		300		300		31		EPAPLT0027K14-pg30-DMEM-6h-025.4237

		162		DTXSID4020379		Other		Other		Dehydroepiandrosterone		100		0.0428769018		300		300		31		EPAPLT0027J06-pg30-DMEM-6h-100.0000

		163		DTXSID4020379		Other		Other		Dehydroepiandrosterone		25.4237288		0.0428769018		300		300		31		TP0001720K20-pg16-DMEM-6h-025.4237

		8		DTXSID0023909		benzo(k)fluoranthene		AHR		Benzo(k)fluoranthene		0.9940358		0.0428176796		300		300		31		TP0001969L02-pg38-DMEM-6h-000.9940

		108		DTXSID5040758		am580		RARA		AM580		0.9940358		0.0428176796		300		300		31		EPAPLT0027L01-pg31-DMEM-6h-000.9940

		325		DTXSID7020687		Other		Other		1,2,3,4,5,6-Hexachlorocyclohexane		100		0.0428176796		300		300		31		TP0001967N03-pg36-DMEM-6h-100.0000

		326		DTXSID7022673		Other		Other		Betamethasone valerate		100		0.0428176796		300		300		31		EPAPLT0028I11-pg44-DMEM-6h-100.0000

		327		DTXSID0047377		Other		Other		AVE6324		25.4237288		0.0428176796		300		300		31		TP0001718G07-pg01-DMEM-6h-025.4237

		225		DTXSID4020870		Other		Other		2,2'-Methylenebis(4-methyl-6-tert-butylphenol)		100		0.0427586207		300		300		31		EPAPLT0027E02-pg41-DMEM-6h-100.0000

		270		DTXSID2047434		Other		Other		Flurandrenolide		0.0299347		0.0427586207		300		300		31		EPAPLT0027L16-pg31-DMEM-6h-000.0299

		176		DTXSID4022999		Other		Other		Estradiol cypionate		2.9469548		0.0426997245		300		300		31		EPAPLT0027D13-pg41-DMEM-6h-002.9470

		328		DTXSID4047963		Other		Other		Bisphenol Z		100		0.0426997245		300		300		31		EPAPLT0028D06-pg48-DMEM-6h-100.0000

		0		DTXSID0020573		17beta-estradiol		GPER1|ESR2|ESR1|AHR|NR1I2|AR|SHBG		17beta-Estradiol		100		0.0426409904		300		300		31		TP0001718A17-pg07-DMEM-6h-100.0000

		58		DTXSID4022369		fulvestrant		ESR2|ESR1		Fulvestrant		0.4970179		0.0425240055		300		300		31		TP0001719K13-pg13-DMEM-6h-000.4970

		232		DTXSID5036684		Other		Other		4-Hydroxybenzophenone		25.4237288		0.0424657534		300		300		31		EPAPLT0027L19-pg31-DMEM-6h-025.4237

		329		DTXSID3034402		Other		Other		Butachlor		100		0.0417827298		300		300		30		TP0001720H15-pg25-DMEM-6h-100.0000

		200		DTXSID6020690		Other		Other		Hexachlorophene		25.4237288		0.0417827298		300		300		30		TP0001969I09-pg29-DMEM-6h-025.4237

		330		DTXSID5047295		Other		Other		UK-373911		100		0.0417246175		300		300		30		TP0001719M01-pg17-DMEM-6h-100.0000

		332		DTXSID6025436		Other		Other		8-Hydroxyquinoline sulfate		100		0.0416666667		300		300		30		EPAPLT0028D05-pg48-DMEM-6h-100.0000

		285		DTXSID8046666		Other		Other		Methyl Violet		0.9940358		0.0416666667		300		300		30		TP0001969L04-pg38-DMEM-6h-000.9940

		331		DTXSID9026974		Other		Other		2,4-Di-tert-pentylphenol		100		0.0416666667		300		300		30		TP0001718H18-pg09-DMEM-6h-100.0000

		333		DTXSID4034653		Other		Other		Hexaconazole		100		0.0416088766		300		300		30		TP0001720K16-pg16-DMEM-6h-100.0000

		334		DTXSID6024882		Other		Other		Cycloheximide		25.4237288		0.0416088766		300		300		30		TP0001719I05-pg12-DMEM-6h-025.4237

		86		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0415512465		300		300		30		GEN-pg11-DMEM-6h-010.0000

		338		DTXSID8034956		Other		Other		Tetraconazole		95		0.0415512465		300		300		30		TP0001720P17-pg21-DMEM-6h-095.0000

		339		DTXSID9046992		Other		Other		Nicardipine hydrochloride		100		0.0415512465		300		300		30		TP0001967L04-pg36-DMEM-6h-100.0000

		341		DTXSID8032548		Other		Other		Fenbuconazole		100		0.0414937759		300		300		30		TP0001720E12-pg24-DMEM-6h-100.0000

		87		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0414937759		300		300		30		GEN-pg25-DMEM-6h-010.0000

		340		DTXSID2037714		Other		Other		4-Heptylphenol		100		0.0414937759		300		300		30		TP0001719H01-pg11-DMEM-6h-100.0000

		262		DTXSID6021793		Other		Other		1-Naphthol		9.4339623		0.0414364641		300		300		30		EPAPLT0027E14-pg41-DMEM-6h-009.4340

		213		DTXSID7047435		Other		Other		Fluorometholone		0.9940358		0.0414364641		300		300		30		EPAPLT0027K14-pg30-DMEM-6h-000.9940

		177		DTXSID4022999		Other		Other		Estradiol cypionate		25.4237288		0.0414364641		300		300		30		EPAPLT0027D13-pg41-DMEM-6h-025.4237

		34		DTXSID3020384		dexamethasone		NR3C2|NR3C1|NR1I2|ABCB1|AR|PGR		Dexamethasone		0.09994		0.0414364641		300		300		30		TP0001967B09-pg26-DMEM-6h-000.0999

		36		DTXSID3020384		dexamethasone		NR3C2|NR3C1|NR1I2|ABCB1|AR|PGR		Dexamethasone		100		0.0413793103		300		300		30		TP0001967B09-pg26-DMEM-6h-100.0000

		343		DTXSID2020341		Other		Other		Codeine		100		0.0413793103		300		300		30		TP0001967F09-pg27-DMEM-6h-100.0000

		342		DTXSID6020197		Other		Other		Bromocriptine mesylate		30		0.0413793103		300		300		30		TP0001720P19-pg21-DMEM-6h-030.0000

		35		DTXSID3020384		dexamethasone		NR3C2|NR3C1|NR1I2|ABCB1|AR|PGR		Dexamethasone		0.299461		0.0413793103		300		300		30		TP0001967B09-pg26-DMEM-6h-000.2995

		9		DTXSID0023909		benzo(k)fluoranthene		AHR		Benzo(k)fluoranthene		25.4237288		0.0413793103		300		300		30		TP0001969L02-pg38-DMEM-6h-025.4237

		156		DTXSID8022377		Other		Other		17alpha-Estradiol		25.4237288		0.0413793103		300		300		30		TP0001718D07-pg04-DMEM-6h-025.4237

		271		DTXSID2047434		Other		Other		Flurandrenolide		2.9469548		0.041322314		300		300		30		EPAPLT0027L16-pg31-DMEM-6h-002.9470

		344		DTXSID8047890		Other		Other		3,3'-Dimethylbisphenol A		100		0.041322314		300		300		30		EPAPLT0027G17-pg34-DMEM-6h-100.0000

		345		DTXSID2020636		Other		Other		Fluvastatin		9.4339623		0.041322314		300		300		30		EPAPLT0027H18-pg35-DMEM-6h-009.4340

		138		DTXSID9021184		prednisolone		NR3C1|AR|PGR		Prednisolone		100		0.0412654746		300		300		30		TP0001967P03-pg36-DMEM-6h-100.0000

		88		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0412654746		300		300		30		GEN-pg01-DMEM-6h-010.0000

		347		DTXSID3031860		Other		Other		Perfluorodecanoic acid		100		0.0412654746		300		300		30		TP0001719I06-pg12-DMEM-6h-100.0000

		28		DTXSID2022381		meso-hexestrol		ESR1		meso-Hexestrol		100		0.0412087912		300		300		30		TP0001719B08-pg22-DMEM-6h-100.0000

		128		DTXSID8020202		budesonide		NR3C1|IL5		Budesonide		25.4237288		0.0412087912		300		300		30		EPAPLT0028G18-pg43-DMEM-6h-025.4237

		4		DTXSID0021460		zearalenone		ESR1		Zearalenone		0.299461		0.0412087912		300		300		30		EPAPLT0027G06-pg34-DMEM-6h-000.2995

		23		DTXSID1034181		raloxifene hydrochloride		ESR1		Raloxifene hydrochloride		0.299461		0.0412087912		300		300		30		TP0001718E16-pg08-DMEM-6h-000.2995

		349		DTXSID2030695		Other		Other		Aloe-emodin		100		0.0411522634		300		300		30		EPAPLT0027K03-pg30-DMEM-6h-100.0000

		350		DTXSID8022406		Other		Other		2,4-Dihydroxybenzophenone		100		0.0410958904		300		300		30		EPAPLT0028F21-pg43-DMEM-6h-100.0000

		351		DTXSID3022409		Other		Other		4,4'-Sulfonyldiphenol		25.4237288		0.0409836066		300		300		30		EPAPLT0027H09-pg35-DMEM-6h-025.4237

		352		DTXSID4020292		Other		Other		Chloroacetaldehyde		100		0.0406162465		300		300		29		EPAPLT0027A06-pg39-DMEM-6h-100.0000

		353		DTXSID4020292		Other		Other		Chloroacetaldehyde		100		0.0405594406		300		300		29		TP0001720F20-pg24-DMEM-6h-100.0000

		18		DTXSID0051447		tyrphostin		EGFR		Tyrphostin		100		0.0405027933		300		300		29		EPAPLT0027I22-pg30-DMEM-6h-100.0000

		354		DTXSID7032551		Other		Other		Fluazinam		22.88135592		0.040446304		300		300		29		TP0001720H12-pg25-DMEM-6h-022.8814

		335		DTXSID6024882		Other		Other		Cycloheximide		2.9469548		0.0403337969		300		300		29		TP0001719I05-pg12-DMEM-6h-002.9470

		355		DTXSID2036588		Other		Other		Nonoxynol		100		0.0402777778		300		300		29		EPAPLT0027A18-pg39-DMEM-6h-100.0000

		10		DTXSID0023909		benzo(k)fluoranthene		AHR		Benzo(k)fluoranthene		2.9469548		0.040166205		300		300		29		TP0001969L02-pg38-DMEM-6h-002.9470

		358		DTXSID00872663		Other		Other		Bisdemethoxycurcumin		100		0.040166205		300		300		29		TP0001966E01-pg03-DMEM-6h-100.0000

		357		DTXSID0024000		Other		Other		Chlorthal-dimethyl		95		0.040166205		300		300		29		TP0001719C04-pg23-DMEM-6h-095.0000

		132		DTXSID8030423		5,6-benzoflavone		AHR		5,6-Benzoflavone		9.4339623		0.040166205		300		300		29		EPAPLT0027I03-pg35-DMEM-6h-009.4340

		356		DTXSID2032500		Other		Other		Triflumizole		100		0.040166205		300		300		29		TP0001720O11-pg21-DMEM-6h-100.0000

		359		DTXSID1020433		Other		Other		3,3'-Dichlorobenzidine dihydrochloride		100		0.0401106501		300		300		29		TP0001967P07-pg37-DMEM-6h-100.0000

		360		DTXSID3042633		Other		Other		Clomipramine hydrochloride		100		0.0401106501		300		300		29		EPAPLT0027G02-pg34-DMEM-6h-100.0000

		278		DTXSID0040674		Other		Other		Fluocinolone acetonide		0.9940358		0.0400552486		300		300		29		EPAPLT0027M18-pg31-DMEM-6h-000.9940

		279		DTXSID0040674		Other		Other		Fluocinolone acetonide		0.0299347		0.0400552486		300		300		29		EPAPLT0027M18-pg31-DMEM-6h-000.0299

		133		DTXSID8030423		5,6-benzoflavone		AHR		5,6-Benzoflavone		25.4237288		0.0400552486		300		300		29		EPAPLT0027I03-pg35-DMEM-6h-025.4237

		361		DTXSID5032523		Other		Other		1,2-Benzisothiazolin-3-one		100		0.0400552486		300		300		29		TP0001718O04-pg02-DMEM-6h-100.0000

		362		DTXSID5042249		Other		Other		Phenylarsine oxide		0.299461		0.04		300		300		29		EPAPLT0027A13-pg39-DMEM-6h-000.2995

		272		DTXSID2047434		Other		Other		Flurandrenolide		0.09994		0.0399449036		300		300		29		EPAPLT0027L16-pg31-DMEM-6h-000.0999

		263		DTXSID6021793		Other		Other		1-Naphthol		25.4237288		0.0399449036		300		300		29		EPAPLT0027E14-pg41-DMEM-6h-025.4237

		364		DTXSID1047364		Other		Other		SSR 103800		90		0.0399449036		300		300		29		TP0001719B04-pg22-DMEM-6h-090.0000

		140		DTXSID9021217		pyrimethamine		DHFR		Pyrimethamine		100		0.0399449036		300		300		29		TP0001718G05-pg01-DMEM-6h-100.0000

		14		DTXSID0025527		medroxyprogesterone acetate		NR3C1|AR|PGR		Medroxyprogesterone acetate		9.4339623		0.0398899587		300		300		29		EPAPLT0027H06-pg35-DMEM-6h-009.4340

		37		DTXSID3020384		dexamethasone		NR3C2|NR3C1|NR1I2|ABCB1|AR|PGR		Dexamethasone		0.0299347		0.0398899587		300		300		29		TP0001967B09-pg26-DMEM-6h-000.0299

		289		DTXSID1034210		Other		Other		Prodiamine		24.15254236		0.0398899587		300		300		29		TP0001720J14-pg15-DMEM-6h-024.1525

		134		DTXSID8030423		5,6-benzoflavone		AHR		5,6-Benzoflavone		100		0.0398899587		300		300		29		EPAPLT0027I03-pg35-DMEM-6h-100.0000

		264		DTXSID6021793		Other		Other		1-Naphthol		2.9469548		0.0398899587		300		300		29		EPAPLT0027E14-pg41-DMEM-6h-002.9470

		365		DTXSID1041132		Other		Other		SU-5416		9.4339623		0.0398899587		300		300		29		EPAPLT0027C20-pg40-DMEM-6h-009.4340

		369		DTXSID9027522		Other		Other		Octrizole		100		0.0398899587		300		300		29		TP0001719E06-pg10-DMEM-6h-100.0000

		89		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0398351648		300		300		29		GEN-pg26-DMEM-6h-010.0000

		136		DTXSID9020372		o,p-ddd		ESR1		o,p'-DDD		100		0.0398351648		300		300		29		EPAPLT0027N07-pg46-DMEM-6h-100.0000

		370		DTXSID8024151		Other		Other		Imazalil		100		0.0398351648		300		300		29		TP0001720D07-pg19-DMEM-6h-100.0000

		371		DTXSID6021824		Other		Other		Dichlorophen		100		0.0397805213		300		300		29		EPAPLT0028K04-pg45-DMEM-6h-100.0000

		129		DTXSID8020202		budesonide		NR3C1|IL5		Budesonide		2.9469548		0.0397805213		300		300		29		EPAPLT0028G18-pg43-DMEM-6h-002.9470

		116		DTXSID7020182		bisphenol a		ESRRG|ESR2|ESR1|TTR|NR1I2|AR		Bisphenol A		100		0.0397805213		300		300		29		TP0001718D10-pg04-DMEM-6h-100.0000

		178		DTXSID4022999		Other		Other		Estradiol cypionate		0.9940358		0.0397805213		300		300		29		EPAPLT0027D13-pg41-DMEM-6h-000.9940

		372		DTXSID5052832		Other		Other		2,2',3,4',5,5',6-Heptachloro-1,1'-biphenyl		100		0.0396716826		300		300		29		TP0001967E04-pg26-DMEM-6h-100.0000

		373		DTXSID4020294		Other		Other		4'-(Chloroacetyl)acetanilide		100		0.0392706872		300		300		28		TP0001967I04-pg27-DMEM-6h-100.0000

		374		DTXSID5038888		Other		Other		Basic Blue 7		25.4237288		0.0389972145		300		300		28		EPAPLT0027M06-pg31-DMEM-6h-025.4237

		379		DTXSID8034742		Other		Other		Milbemectin (mixture of 70% Milbemcin A4, 30% Milbemycin A3)		95		0.0388888889		300		300		28		TP0001720A17-pg18-DMEM-6h-095.0000

		378		DTXSID9035204		Other		Other		Tributyltin methacrylate		2.9469548		0.0388888889		300		300		28		TP0001718L05-pg05-DMEM-6h-002.9470

		383		DTXSID5021413		Other		Other		Tris(2,3-dibromopropyl) phosphate		85		0.0388349515		300		300		28		TP0001720F24-pg25-DMEM-6h-085.0000

		380		DTXSID7024902		Other		Other		Dazomet		100		0.0388349515		300		300		28		TP0001720K09-pg16-DMEM-6h-100.0000

		336		DTXSID6024882		Other		Other		Cycloheximide		9.4339623		0.0387811634		300		300		28		TP0001719I05-pg12-DMEM-6h-009.4340

		206		DTXSID7040362		Other		Other		Niclosamide		4.71698115		0.0387811634		300		300		28		TP0001720O18-pg21-DMEM-6h-004.7170

		385		DTXSID1020069		Other		Other		2-Amino-5-azotoluene		100		0.0387275242		300		300		28		TP0001719I08-pg12-DMEM-6h-100.0000

		120		DTXSID7023300		methylprednisolone		NR3C1		Methylprednisolone		9.4339623		0.0387275242		300		300		28		TP0001967N05-pg36-DMEM-6h-009.4340

		304		DTXSID9020409		Other		Other		Dibenz(a,h)anthracene		21.61016948		0.0386740331		300		300		28		TP0001720M20-pg20-DMEM-6h-021.6102

		387		DTXSID9044582		Other		Other		1-tert-Butyl-3,4,5-trimethyl-2,6-dinitrobenzene		100		0.0386740331		300		300		28		EPAPLT0028F05-pg43-DMEM-6h-100.0000

		386		DTXSID6029123		Other		Other		2-Methyl-1,4-benzenediamine		100		0.0386740331		300		300		28		TP0001969H06-pg29-DMEM-6h-100.0000

		229		DTXSID3025178		Other		Other		1,3-Diphenylguanidine		25.4237288		0.0386740331		300		300		28		TP0001718L24-pg06-DMEM-6h-025.4237

		388		DTXSID6023652		Other		Other		6-Thioguanine		100		0.0386206897		300		300		28		TP0001719C14-pg23-DMEM-6h-100.0000

		390		DTXSID4040713		Other		Other		Octyl gallate		100		0.0386206897		300		300		28		TP0001718G09-pg01-DMEM-6h-100.0000

		389		DTXSID7020635		Other		Other		Fluoxetine hydrochloride		100		0.0386206897		300		300		28		EPAPLT0028F06-pg43-DMEM-6h-100.0000

		29		DTXSID2022880		danazol		AR|ESR1		Danazol		100		0.0386206897		300		300		28		EPAPLT0028A21-pg47-DMEM-6h-100.0000

		322		DTXSID0041985		Other		Other		Fluorosalan		25.4237288		0.0385674931		300		300		28		EPAPLT0027J20-pg30-DMEM-6h-025.4237

		391		DTXSID3020548		Other		Other		Dodine		100		0.0385674931		300		300		28		TP0001969P08-pg39-DMEM-6h-100.0000

		392		DTXSID3025881		Other		Other		1,2-Phenylenediamine		100		0.0385674931		300		300		28		TP0001719I16-pg12-DMEM-6h-100.0000

		393		DTXSID4022442		Other		Other		Bisphenol B		100		0.0385674931		300		300		28		TP0001719C21-pg23-DMEM-6h-100.0000

		381		DTXSID7024902		Other		Other		Dazomet		25.4237288		0.0385674931		300		300		28		TP0001720K09-pg16-DMEM-6h-025.4237

		11		DTXSID0023909		benzo(k)fluoranthene		AHR		Benzo(k)fluoranthene		0.0299347		0.0385674931		300		300		28		TP0001969L02-pg38-DMEM-6h-000.0299

		137		DTXSID9020374		p,p-dde		AR|ESR1		p,p'-DDE		100		0.0385144429		300		300		28		TP0001719K05-pg13-DMEM-6h-100.0000

		395		DTXSID1036541		Other		Other		Pregnenolone		100		0.0385144429		300		300		28		TP0001967L08-pg36-DMEM-6h-100.0000

		394		DTXSID9023706		Other		Other		Trilostane		100		0.0385144429		300		300		28		TP0001967K02-pg36-DMEM-6h-100.0000

		197		DTXSID7047146		Other		Other		Diethylstilbestrol dipropionate		0.9940358		0.0384615385		300		300		28		TP0001967N07-pg36-DMEM-6h-000.9940

		90		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0384615385		300		300		28		GEN-pg38-DMEM-6h-010.0000

		141		DTXSID9022310		daidzein		ESR2|ESR1		Daidzein		100		0.0384087791		300		300		28		TP0001719I02-pg12-DMEM-6h-100.0000

		397		DTXSID8040484		Other		Other		Forskolin		100		0.0384087791		300		300		28		EPAPLT0028I12-pg44-DMEM-6h-100.0000

		91		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0384087791		300		300		28		GEN-pg44-DMEM-6h-010.0000

		396		DTXSID4026214		Other		Other		Triclocarban		100		0.0384087791		300		300		28		TP0001719M07-pg17-DMEM-6h-100.0000

		92		DTXSID5022308		genistein		ESR2|ESR1		Genistein		0.9940358		0.0383561644		300		300		28		TP0001718K19-pg05-DMEM-6h-000.9940

		400		DTXSID9040683		Other		Other		Megestrol acetate		100		0.0383561644		300		300		28		EPAPLT0028C08-pg42-DMEM-6h-100.0000

		164		DTXSID4020379		Other		Other		Dehydroepiandrosterone		9.4339623		0.0383036936		300		300		28		EPAPLT0027J06-pg30-DMEM-6h-009.4340

		401		DTXSID4047337		Other		Other		PharmaGSID_47337		100		0.0383036936		300		300		28		TP0001719J04-pg12-DMEM-6h-100.0000

		402		DTXSID8027373		Other		Other		Cyclopenta[g]-2-benzopyran, 1,3,4,6,7,8-hexahydro-4,6,6,7,8,8-hexamethyl-		100		0.0382513661		300		300		28		TP0001967O05-pg36-DMEM-6h-100.0000

		198		DTXSID7047146		Other		Other		Diethylstilbestrol dipropionate		9.4339623		0.0382513661		300		300		28		TP0001967N07-pg36-DMEM-6h-009.4340

		130		DTXSID8020202		budesonide		NR3C1|IL5		Budesonide		0.9940358		0.0382513661		300		300		28		EPAPLT0028G18-pg43-DMEM-6h-000.9940

		403		DTXSID2039336		Other		Other		S-Bioallethrin		100		0.038147139		300		300		28		TP0001720J18-pg15-DMEM-6h-100.0000

		404		DTXSID0021127		Other		Other		Phenoxybenzamine hydrochloride		100		0.0376044568		300		300		27		TP0001969J09-pg38-DMEM-6h-100.0000

		375		DTXSID5038888		Other		Other		Basic Blue 7		2.9469548		0.0376044568		300		300		27		EPAPLT0027M06-pg31-DMEM-6h-002.9470

		405		DTXSID1021031		Other		Other		4-Nitrosodiphenylamine		100		0.0376044568		300		300		27		TP0001720P22-pg21-DMEM-6h-100.0000

		121		DTXSID7023300		methylprednisolone		NR3C1		Methylprednisolone		0.9940358		0.0376044568		300		300		27		TP0001967N05-pg36-DMEM-6h-000.9940

		407		DTXSID5021332		Other		Other		Thiram		25.4237288		0.0375521558		300		300		27		TP0001720P03-pg21-DMEM-6h-025.4237

		410		DTXSID5025231		Other		Other		Emodin		100		0.0375		300		300		27		EPAPLT0027A10-pg39-DMEM-6h-100.0000

		411		DTXSID4021135		Other		Other		C.I. Solvent Yellow 14		100		0.0375		300		300		27		TP0001719N15-pg14-DMEM-6h-100.0000

		286		DTXSID8046666		Other		Other		Methyl Violet		2.9469548		0.0374479889		300		300		27		TP0001969L04-pg38-DMEM-6h-002.9470

		337		DTXSID6024882		Other		Other		Cycloheximide		100		0.0374479889		300		300		27		TP0001719I05-pg12-DMEM-6h-100.0000

		201		DTXSID6020690		Other		Other		Hexachlorophene		9.4339623		0.0373961219		300		300		27		TP0001969I09-pg29-DMEM-6h-009.4340

		412		DTXSID0043765		Other		Other		Ouabain		9.4339623		0.0373961219		300		300		27		TP0001967D06-pg26-DMEM-6h-009.4340

		413		DTXSID0043765		Other		Other		Ouabain		25.4237288		0.0373443983		300		300		27		TP0001967D06-pg26-DMEM-6h-025.4237

		416		DTXSID9032533		Other		Other		Chlorfenapyr		25.4237288		0.0373443983		300		300		27		EPAPLT0027H15-pg35-DMEM-6h-025.4237

		240		DTXSID1021322		Other		Other		Disulfiram		9.4339623		0.0373443983		300		300		27		TP0001719J08-pg12-DMEM-6h-009.4340

		418		DTXSID1021247		Other		Other		C.I. Basic Red 9 monohydrochloride		25.4237288		0.0373443983		300		300		27		TP0001969K06-pg38-DMEM-6h-025.4237

		207		DTXSID7040362		Other		Other		Niclosamide		50		0.0372928177		300		300		27		TP0001720O18-pg21-DMEM-6h-050.0000

		419		DTXSID6032649		Other		Other		Tetramethrin		100		0.0372413793		300		300		27		TP0001720C14-pg19-DMEM-6h-100.0000

		122		DTXSID7023300		methylprednisolone		NR3C1		Methylprednisolone		0.299461		0.0372413793		300		300		27		TP0001967N05-pg36-DMEM-6h-000.2995

		114		DTXSID6040743		arotinoid acid		RARA|RARB|RARG		Arotinoid acid		2.9469548		0.0372413793		300		300		27		EPAPLT0027J15-pg30-DMEM-6h-002.9470

		123		DTXSID7023300		methylprednisolone		NR3C1		Methylprednisolone		25.4237288		0.0371900826		300		300		27		TP0001967N05-pg36-DMEM-6h-025.4237

		420		DTXSID1038666		Other		Other		Chlorpyrifos oxon		95		0.0371900826		300		300		27		TP0001720H18-pg25-DMEM-6h-095.0000

		12		DTXSID0023909		benzo(k)fluoranthene		AHR		Benzo(k)fluoranthene		100		0.0371900826		300		300		27		TP0001969L02-pg38-DMEM-6h-100.0000

		241		DTXSID1021322		Other		Other		Disulfiram		100		0.0371900826		300		300		27		TP0001719J08-pg12-DMEM-6h-100.0000

		94		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0371389271		300		300		27		GEN-pg33-DMEM-6h-010.0000

		422		DTXSID7034674		Other		Other		Ipconazole		100		0.0371389271		300		300		27		EPAPLT0027F21-pg34-DMEM-6h-100.0000

		421		DTXSID30892112		Other		Other		MCF7_HTTr_Water_Sample_4		50		0.0371389271		300		300		27		EP000004A04-pg03-DMEM-6h-050.0000

		423		DTXSID8024153		Other		Other		Indeno(1,2,3-cd)pyrene		25.4237288		0.0371389271		300		300		27		TP0001969O02-pg39-DMEM-6h-025.4237

		93		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0371389271		300		300		27		GEN-pg15-DMEM-6h-010.0000

		252		DTXSID2023016		Other		Other		Ethisterone		9.4339623		0.0370879121		300		300		27		EPAPLT0027F15-pg34-DMEM-6h-009.4340

		109		DTXSID5040758		am580		RARA		AM580		100		0.0370879121		300		300		27		EPAPLT0027L01-pg31-DMEM-6h-100.0000

		38		DTXSID3020384		dexamethasone		NR3C2|NR3C1|NR1I2|ABCB1|AR|PGR		Dexamethasone		0.9940358		0.0370879121		300		300		27		TP0001967B09-pg26-DMEM-6h-000.9940

		39		DTXSID3020384		dexamethasone		NR3C2|NR3C1|NR1I2|ABCB1|AR|PGR		Dexamethasone		9.4339623		0.0370879121		300		300		27		TP0001967B09-pg26-DMEM-6h-009.4340

		408		DTXSID5021332		Other		Other		Thiram		0.9940358		0.0370879121		300		300		27		TP0001720P03-pg21-DMEM-6h-000.9940

		214		DTXSID7047435		Other		Other		Fluorometholone		0.0299347		0.0370879121		300		300		27		EPAPLT0027K14-pg30-DMEM-6h-000.0299

		426		DTXSID2034095		Other		Other		Verapamil hydrochloride		100		0.0370879121		300		300		27		TP0001967E01-pg26-DMEM-6h-100.0000

		428		DTXSID9020243		Other		Other		Captan		95		0.037037037		300		300		27		TP0001720K01-pg15-DMEM-6h-095.0000

		61		DTXSID5020576		17alpha-ethinylestradiol		ESR2|ESR1|SHBG|CYP3A4|FGG|FGA|FGB		17alpha-Ethinylestradiol		100		0.037037037		300		300		27		TP0001719F13-pg10-DMEM-6h-100.0000

		427		DTXSID2022179		Other		Other		Pentachloropyridine		100		0.037037037		300		300		27		TP0001719H02-pg11-DMEM-6h-100.0000

		256		DTXSID4044161		Other		Other		Antimony trichloride		9.4339623		0.037037037		300		300		27		TP0001969I08-pg29-DMEM-6h-009.4340

		305		DTXSID9020409		Other		Other		Dibenz(a,h)anthracene		2.50491158		0.037037037		300		300		27		TP0001720M20-pg20-DMEM-6h-002.5049

		219		DTXSID8041248		Other		Other		2,5-Di-tert-butylbenzene-1,4-diol		25.4237288		0.0369863014		300		300		27		TP0001718M19-pg06-DMEM-6h-025.4237

		430		DTXSID6043915		Other		Other		Hydroxyprogesterone caproate		100		0.0369863014		300		300		27		EPAPLT0028C22-pg48-DMEM-6h-100.0000

		143		DTXSID9023380		norethindrone		PGR		Norethindrone		100		0.0369863014		300		300		27		TP0001719J11-pg12-DMEM-6h-100.0000

		429		DTXSID7024245		Other		Other		Pendimethalin		100		0.0369863014		300		300		27		TP0001720J08-pg15-DMEM-6h-100.0000

		424		DTXSID8024153		Other		Other		Indeno(1,2,3-cd)pyrene		2.9469548		0.0369863014		300		300		27		TP0001969O02-pg39-DMEM-6h-002.9470

		95		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0369357045		300		300		27		GEN-pg17-DMEM-6h-010.0000

		431		DTXSID3027584		Other		Other		N,N-Dicyclohexyl-2-benzothiazolesulfenamide		100		0.0369357045		300		300		27		TP0001967A08-pg26-DMEM-6h-100.0000

		435		DTXSID3032549		Other		Other		Fenhexamid		100		0.0369357045		300		300		27		TP0001720F12-pg24-DMEM-6h-100.0000

		432		DTXSID5040706		Other		Other		C.I. Solvent Orange 7		9.4339623		0.0369357045		300		300		27		TP0001967A02-pg26-DMEM-6h-009.4340

		179		DTXSID4022999		Other		Other		Estradiol cypionate		9.4339623		0.0368852459		300		300		27		EPAPLT0027D13-pg41-DMEM-6h-009.4340

		433		DTXSID5040706		Other		Other		C.I. Solvent Orange 7		25.4237288		0.0368852459		300		300		27		TP0001967A02-pg26-DMEM-6h-025.4237

		234		DTXSID5048184		Other		Other		Melengestrol acetate		9.4339623		0.0368852459		300		300		27		EPAPLT0027C09-pg40-DMEM-6h-009.4340

		436		DTXSID6047369		Other		Other		SR146131 trifluoroacetate (1:1)		50		0.0368852459		300		300		27		TP0001719I22-pg12-DMEM-6h-050.0000

		186		DTXSID4021478		Other		Other		Lynestrenol		0.9940358		0.036834925		300		300		27		EPAPLT0028E22-pg43-DMEM-6h-000.9940

		31		DTXSID3020209		butylparaben		ESR1		Butylparaben		100		0.036834925		300		300		27		TP0001719O21-pg14-DMEM-6h-100.0000

		142		DTXSID9022364		5alpha-dihydrotestosterone		SHBG|NR3C1|AR|ESR1		5alpha-Dihydrotestosterone		100		0.036834925		300		300		27		TP0001718I04-pg09-DMEM-6h-100.0000

		437		DTXSID7026314		Other		Other		Zinc pyrithione		2.9469548		0.036834925		300		300		27		EPAPLT0027N01-pg46-DMEM-6h-002.9470

		376		DTXSID5038888		Other		Other		Basic Blue 7		9.4339623		0.0363636364		300		300		26		EPAPLT0027M06-pg31-DMEM-6h-009.4340

		414		DTXSID0043765		Other		Other		Ouabain		0.9940358		0.0360610264		300		300		26		TP0001967D06-pg26-DMEM-6h-000.9940

		406		DTXSID1021031		Other		Other		4-Nitrosodiphenylamine		100		0.0360110803		300		300		26		EPAPLT0027D07-pg41-DMEM-6h-100.0000

		6		DTXSID0022933		digitoxin		ATP1A1		Digitoxin		25.4237288		0.0360110803		300		300		26		TP0001969O01-pg39-DMEM-6h-025.4237

		441		DTXSID1024209		Other		Other		Naled		100		0.0359612725		300		300		26		TP0001720B08-pg18-DMEM-6h-100.0000

		442		DTXSID5023871		Other		Other		Amitraz		100		0.0359612725		300		300		26		TP0001720L05-pg16-DMEM-6h-100.0000

		438		DTXSID5047374		Other		Other		SSR161421		100		0.0359612725		300		300		26		TP0001719O08-pg14-DMEM-6h-100.0000

		444		DTXSID0047371		Other		Other		AVE5638		100		0.035862069		300		300		26		TP0001718D14-pg04-DMEM-6h-100.0000

		446		DTXSID3024239		Other		Other		Oxadiazon		100		0.035862069		300		300		26		TP0001720G08-pg25-DMEM-6h-100.0000

		445		DTXSID1026900		Other		Other		Dodecyltrimethylammonium chloride		100		0.035862069		300		300		26		TP0001719K19-pg13-DMEM-6h-100.0000

		447		DTXSID6032437		Other		Other		Naptalam		25.4237288		0.035862069		300		300		26		EPAPLT0027K02-pg30-DMEM-6h-025.4237

		448		DTXSID1046970		Other		Other		5HPP-33		100		0.035862069		300		300		26		TP0001719E04-pg10-DMEM-6h-100.0000

		443		DTXSID7032638		Other		Other		Pyraclostrobin		100		0.035862069		300		300		26		TP0001720N13-pg20-DMEM-6h-100.0000

		449		DTXSID8022080		Other		Other		2,4,6-Triiodophenol		100		0.035862069		300		300		26		EPAPLT0027G13-pg34-DMEM-6h-100.0000

		315		DTXSID5020730		Other		Other		8-Hydroxyquinoline		25.4237288		0.0358126722		300		300		26		TP0001719A10-pg22-DMEM-6h-025.4237

		110		DTXSID5040758		am580		RARA		AM580		25.4237288		0.0358126722		300		300		26		EPAPLT0027L01-pg31-DMEM-6h-025.4237

		366		DTXSID1041132		Other		Other		SU-5416		0.299461		0.0358126722		300		300		26		EPAPLT0027C20-pg40-DMEM-6h-000.2995

		115		DTXSID6040743		arotinoid acid		RARA|RARB|RARG		Arotinoid acid		100		0.0358126722		300		300		26		EPAPLT0027J15-pg30-DMEM-6h-100.0000

		398		DTXSID8040484		Other		Other		Forskolin		0.9940358		0.0357634113		300		300		26		EPAPLT0028I12-pg44-DMEM-6h-000.9940

		452		DTXSID1025300		Other		Other		2-Ethylhexyl diphenyl phosphate		100		0.0357634113		300		300		26		EPAPLT0027K13-pg30-DMEM-6h-100.0000

		363		DTXSID5042249		Other		Other		Phenylarsine oxide		0.9940358		0.0357634113		300		300		26		EPAPLT0027A13-pg39-DMEM-6h-000.9940

		40		DTXSID3020384		dexamethasone		NR3C2|NR3C1|NR1I2|ABCB1|AR|PGR		Dexamethasone		2.9469548		0.0357634113		300		300		26		TP0001967B09-pg26-DMEM-6h-002.9470

		453		DTXSID4024276		Other		Other		Propargite		100		0.0357634113		300		300		26		TP0001720O08-pg21-DMEM-6h-100.0000

		451		DTXSID1020510		Other		Other		7,12-Dimethylbenz(a)anthracene		100		0.0357634113		300		300		26		TP0001718H16-pg01-DMEM-6h-100.0000

		111		DTXSID5040758		am580		RARA		AM580		0.09994		0.0357634113		300		300		26		EPAPLT0027L01-pg31-DMEM-6h-000.0999

		280		DTXSID0040674		Other		Other		Fluocinolone acetonide		0.09994		0.0357634113		300		300		26		EPAPLT0027M18-pg31-DMEM-6h-000.0999

		450		DTXSID4034497		Other		Other		Metconazole		100		0.0357634113		300		300		26		EPAPLT0027B19-pg40-DMEM-6h-100.0000

		456		DTXSID1032359		Other		Other		Cyprodinil		100		0.0357142857		300		300		26		TP0001720M10-pg20-DMEM-6h-100.0000

		27		DTXSID1040619		bexarotene		RARA|RARB|RARG|RXRG|RXRA|RXRB		Bexarotene		25.4237288		0.0357142857		300		300		26		EPAPLT0027C17-pg40-DMEM-6h-025.4237

		454		DTXSID7021150		Other		Other		Phenylmercuric acetate		9.4339623		0.0357142857		300		300		26		TP0001719D02-pg23-DMEM-6h-009.4340

		281		DTXSID0040674		Other		Other		Fluocinolone acetonide		2.9469548		0.0356652949		300		300		26		EPAPLT0027M18-pg31-DMEM-6h-002.9470

		409		DTXSID5021332		Other		Other		Thiram		100		0.0356652949		300		300		26		TP0001720P03-pg21-DMEM-6h-100.0000

		457		DTXSID1047316		Other		Other		Aplaviroc hydrochloride		100		0.0356652949		300		300		26		TP0001720A01-pg18-DMEM-6h-100.0000

		144		DTXSID9023380		norethindrone		PGR		Norethindrone		9.4339623		0.0356652949		300		300		26		TP0001719J11-pg12-DMEM-6h-009.4340

		458		DTXSID2020347		Other		Other		Coumaphos		100		0.0356652949		300		300		26		TP0001720N01-pg20-DMEM-6h-100.0000

		273		DTXSID2047434		Other		Other		Flurandrenolide		9.4339623		0.0356652949		300		300		26		EPAPLT0027L16-pg31-DMEM-6h-009.4340

		217		DTXSID7047358		Other		Other		Nelivaptan		25.4237288		0.0356164384		300		300		26		TP0001718A24-pg07-DMEM-6h-025.4237

		96		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0356164384		300		300		26		GEN-pg24-DMEM-6h-010.0000

		462		DTXSID8037540		Other		Other		Endosulfan II		100		0.0356164384		300		300		26		TP0001969F02-pg29-DMEM-6h-100.0000

		461		DTXSID6021371		Other		Other		Triamcinolone acetonide		9.4339623		0.0356164384		300		300		26		EPAPLT0028D17-pg48-DMEM-6h-009.4340

		460		DTXSID3047429		Other		Other		Dexamethasone sodium phosphate		100		0.0356164384		300		300		26		TP0001719D21-pg10-DMEM-6h-100.0000

		306		DTXSID9020409		Other		Other		Dibenz(a,h)anthracene		0.84493043		0.0356164384		300		300		26		TP0001720M20-pg20-DMEM-6h-000.8449

		459		DTXSID2041622		Other		Other		Benfuracarb		100		0.0356164384		300		300		26		TP0001967L07-pg36-DMEM-6h-100.0000

		346		DTXSID2020636		Other		Other		Fluvastatin		25.4237288		0.0356164384		300		300		26		EPAPLT0027H18-pg35-DMEM-6h-025.4237

		463		DTXSID1047283		Other		Other		CP-728663		100		0.0355677155		300		300		26		TP0001718F24-pg01-DMEM-6h-100.0000

		434		DTXSID5040706		Other		Other		C.I. Solvent Orange 7		100		0.0355677155		300		300		26		TP0001967A02-pg26-DMEM-6h-100.0000

		464		DTXSID4044872		Other		Other		Bis[4-(glycidyloxy)phenyl]methane		100		0.0355677155		300		300		26		TP0001967C04-pg26-DMEM-6h-100.0000

		183		DTXSID9044536		Other		Other		1-(6-tert-Butyl-1,1-dimethyl-2,3-dihydro-1H-inden-4-yl)ethanone		25.4237288		0.0355677155		300		300		26		EPAPLT0027C14-pg40-DMEM-6h-025.4237

		399		DTXSID8040484		Other		Other		Forskolin		2.9469548		0.0355677155		300		300		26		EPAPLT0028I12-pg44-DMEM-6h-002.9470

		187		DTXSID4021478		Other		Other		Lynestrenol		9.4339623		0.0355677155		300		300		26		EPAPLT0028E22-pg43-DMEM-6h-009.4340

		24		DTXSID1034181		raloxifene hydrochloride		ESR1		Raloxifene hydrochloride		2.9469548		0.0355677155		300		300		26		TP0001718E16-pg08-DMEM-6h-002.9470

		97		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0355677155		300		300		26		GEN-pg20-DMEM-6h-010.0000

		265		DTXSID6021793		Other		Other		1-Naphthol		0.9940358		0.0355677155		300		300		26		EPAPLT0027E14-pg41-DMEM-6h-000.9940

		60		DTXSID5020366		cyproterone acetate		AR		Cyproterone acetate		100		0.0355191257		300		300		26		TP0001719M16-pg17-DMEM-6h-100.0000

		465		DTXSID2026602		Other		Other		2,4-Di-tert-butylphenol		100		0.0355191257		300		300		26		TP0001718I13-pg09-DMEM-6h-100.0000

		43		DTXSID3020465		diethylstilbestrol		ESRRG|ESRRB|ESR2|ESR1		Diethylstilbestrol		9.4339623		0.0355191257		300		300		26		TP0001718E09-pg08-DMEM-6h-009.4340

		425		DTXSID8024153		Other		Other		Indeno(1,2,3-cd)pyrene		100		0.0355191257		300		300		26		TP0001969O02-pg39-DMEM-6h-100.0000

		312		DTXSID1041683		Other		Other		Bromofos		25.4237288		0.0355191257		300		300		26		TP0001969J07-pg38-DMEM-6h-025.4237

		468		DTXSID1021409		Other		Other		Triphenyltin hydroxide		0.9940358		0.0354706685		300		300		26		TP0001720E04-pg24-DMEM-6h-000.9940

		150		DTXSID3047477		Other		Other		dl-Norgestrel		0.9940358		0.0354706685		300		300		26		TP0001967M08-pg36-DMEM-6h-000.9940

		467		DTXSID7022120		Other		Other		Carbophenothion		100		0.0354706685		300		300		26		TP0001969M09-pg38-DMEM-6h-100.0000

		466		DTXSID8040723		Other		Other		2-Chloro-5-nitro-N-phenylbenzamide		100		0.0354706685		300		300		26		EPAPLT0028B07-pg42-DMEM-6h-100.0000

		15		DTXSID0025527		medroxyprogesterone acetate		NR3C1|AR|PGR		Medroxyprogesterone acetate		25.4237288		0.0354706685		300		300		26		EPAPLT0027H06-pg35-DMEM-6h-025.4237

		44		DTXSID3020465		diethylstilbestrol		ESRRG|ESRRB|ESR2|ESR1		Diethylstilbestrol		25.4237288		0.0353741497		300		300		26		TP0001718E09-pg08-DMEM-6h-025.4237

		151		DTXSID3047477		Other		Other		dl-Norgestrel		0.0299347		0.035326087		300		300		26		TP0001967M08-pg36-DMEM-6h-000.0299

		16		DTXSID0025527		medroxyprogesterone acetate		NR3C1|AR|PGR		Medroxyprogesterone acetate		0.0299347		0.035326087		300		300		26		EPAPLT0027H06-pg35-DMEM-6h-000.0299

		469		DTXSID0048189		Other		Other		Lauryl gallate		100		0.0348675035		300		300		25		EPAPLT0027K18-pg30-DMEM-6h-100.0000

		295		DTXSID1021243		Other		Other		Rhodamine 6G		25.4237288		0.0346740638		300		300		25		TP0001720N23-pg20-DMEM-6h-025.4237

		470		DTXSID2032390		Other		Other		Fenarimol		100		0.0345781466		300		300		25		TP0001720C11-pg19-DMEM-6h-100.0000

		415		DTXSID0043765		Other		Other		Ouabain		2.9469548		0.0345303867		300		300		25		TP0001967D06-pg26-DMEM-6h-002.9470

		377		DTXSID5038888		Other		Other		Basic Blue 7		0.9940358		0.0344827586		300		300		25		EPAPLT0027M06-pg31-DMEM-6h-000.9940

		117		DTXSID7021239		all-trans-retinoic acid		RARA|RARB|RARG|RXRG|RXRA|RXRB		all-trans-Retinoic acid		100		0.0344827586		300		300		25		TP0001719I12-pg12-DMEM-6h-100.0000

		384		DTXSID5021413		Other		Other		Tris(2,3-dibromopropyl) phosphate		100		0.0344352617		300		300		25		EPAPLT0028K01-pg45-DMEM-6h-100.0000

		471		DTXSID2037502		Other		Other		Bitertanol		100		0.0344352617		300		300		25		TP0001969L05-pg38-DMEM-6h-100.0000

		475		DTXSID9032581		Other		Other		Zoxamide		100		0.0343878955		300		300		25		TP0001720E13-pg24-DMEM-6h-100.0000

		106		DTXSID5023902		benz(a)anthracene		AHR		Benz(a)anthracene		25.4237288		0.0343878955		300		300		25		TP0001719J17-pg13-DMEM-6h-025.4237

		472		DTXSID2021105		Other		Other		Pentachloronitrobenzene		100		0.0343878955		300		300		25		TP0001720I03-pg15-DMEM-6h-100.0000

		474		DTXSID8032417		Other		Other		Isofenphos		100		0.0343878955		300		300		25		TP0001969G08-pg29-DMEM-6h-100.0000

		473		DTXSID0048505		Other		Other		PharmaGSID_48505		25.4237288		0.0343878955		300		300		25		TP0001719I13-pg12-DMEM-6h-025.4237

		139		DTXSID9021184		prednisolone		NR3C1|AR|PGR		Prednisolone		2.9469548		0.0343406593		300		300		25		TP0001967P03-pg36-DMEM-6h-002.9470

		193		DTXSID0020365		Other		Other		Cyclosporin A		2.9469548		0.0343406593		300		300		25		TP0001967L03-pg36-DMEM-6h-002.9470

		477		DTXSID1047366		Other		Other		SAR115740		100		0.0343406593		300		300		25		TP0001719B15-pg22-DMEM-6h-100.0000

		215		DTXSID7047435		Other		Other		Fluorometholone		9.4339623		0.0343406593		300		300		25		EPAPLT0027K14-pg30-DMEM-6h-009.4340

		478		DTXSID8032386		Other		Other		Ethalfluralin		100		0.0343406593		300		300		25		TP0001720B11-pg18-DMEM-6h-100.0000

		476		DTXSID0023907		Other		Other		Benzo(b)fluoranthene		12.7118644		0.0343406593		300		300		25		TP0001719J03-pg12-DMEM-6h-012.7119

		3		DTXSID0020862		3-methylcholanthrene		AHR		3-Methylcholanthrene		0.299461		0.0343406593		300		300		25		TP0001967G01-pg27-DMEM-6h-000.2995

		2		DTXSID0020862		3-methylcholanthrene		AHR		3-Methylcholanthrene		100		0.0343406593		300		300		25		TP0001967G01-pg27-DMEM-6h-100.0000

		98		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0342935528		300		300		25		GEN-pg06-DMEM-6h-010.0000

		5		DTXSID0022777		celecoxib		PTGS2|CA9|CA2|CA1|CA7|CA12|PTGS1|PTGES		Celecoxib		100		0.0342935528		300		300		25		TP0001718N02-pg06-DMEM-6h-100.0000

		481		DTXSID5047322		Other		Other		SB243213A		90		0.0342935528		300		300		25		TP0001718F08-pg08-DMEM-6h-090.0000

		479		DTXSID9046029		Other		Other		Efavirenz		100		0.0342935528		300		300		25		EPAPLT0028B06-pg42-DMEM-6h-100.0000

		105		DTXSID5022934		digoxin		ABCB1|SLCO1A2|ATP1A1		Digoxin		2.9469548		0.0342935528		300		300		25		EPAPLT0028D12-pg48-DMEM-6h-002.9470

		417		DTXSID9032533		Other		Other		Chlorfenapyr		9.4339623		0.0342935528		300		300		25		EPAPLT0027H15-pg35-DMEM-6h-009.4340

		300		DTXSID2033314		Other		Other		Chlorhexidine		25.4237288		0.0342935528		300		300		25		EPAPLT0027E17-pg41-DMEM-6h-025.4237

		382		DTXSID7024902		Other		Other		Dazomet		9.4339623		0.0342935528		300		300		25		TP0001720K09-pg16-DMEM-6h-009.4340

		480		DTXSID4028880		Other		Other		Triphenyl phosphates isopropylated		100		0.0342935528		300		300		25		TP0001967N08-pg36-DMEM-6h-100.0000

		145		DTXSID9023380		norethindrone		PGR		Norethindrone		25.4237288		0.0342465753		300		300		25		TP0001719J11-pg12-DMEM-6h-025.4237

		307		DTXSID9020409		Other		Other		Dibenz(a,h)anthracene		85		0.0342465753		300		300		25		TP0001720M20-pg20-DMEM-6h-085.0000

		482		DTXSID2021367		Other		Other		Toremifene citrate		100		0.0342465753		300		300		25		EPAPLT0028G01-pg43-DMEM-6h-100.0000

		439		DTXSID5047374		Other		Other		SSR161421		25.4237288		0.0342465753		300		300		25		TP0001719O08-pg14-DMEM-6h-025.4237

		30		DTXSID2040650		alpha-naphthoflavone		AHR|CYP1A1|CYP1A2|CYP1B1		alpha-Naphthoflavone		100		0.0342465753		300		300		25		EPAPLT0028E06-pg48-DMEM-6h-100.0000

		266		DTXSID6021793		Other		Other		1-Naphthol		0.299461		0.0342465753		300		300		25		EPAPLT0027E14-pg41-DMEM-6h-000.2995

		483		DTXSID7020716		Other		Other		Hydroquinone		95		0.0342465753		300		300		25		TP0001718D15-pg04-DMEM-6h-095.0000

		204		DTXSID8020337		Other		Other		Clomiphene citrate (1:1)		9.4339623		0.0341997264		300		300		25		TP0001718D16-pg04-DMEM-6h-009.4340

		487		DTXSID4047389		Other		Other		SAR 150640		90		0.0341997264		300		300		25		TP0001718L21-pg06-DMEM-6h-090.0000

		486		DTXSID8024157		Other		Other		Isopropalin		100		0.0341997264		300		300		25		TP0001719O14-pg14-DMEM-6h-100.0000

		99		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0341997264		300		300		25		GEN-pg47-DMEM-6h-010.0000

		485		DTXSID0020737		Other		Other		Indole		95		0.0341997264		300		300		25		TP0001720B22-pg18-DMEM-6h-095.0000

		484		DTXSID8042478		Other		Other		Tolylfluanid		25.4237288		0.0341997264		300		300		25		TP0001969K08-pg38-DMEM-6h-025.4237

		367		DTXSID1041132		Other		Other		SU-5416		0.9940358		0.0341997264		300		300		25		EPAPLT0027C20-pg40-DMEM-6h-000.9940

		368		DTXSID1041132		Other		Other		SU-5416		100		0.0341997264		300		300		25		EPAPLT0027C20-pg40-DMEM-6h-100.0000

		440		DTXSID5047374		Other		Other		SSR161421		9.4339623		0.0341997264		300		300		25		TP0001719O08-pg14-DMEM-6h-009.4340

		488		DTXSID9052686		Other		Other		2-Ethylhexyl 2,3,4,5-tetrabromobenzoate		100		0.0341530055		300		300		25		TP0001967D09-pg26-DMEM-6h-100.0000

		489		DTXSID9037539		Other		Other		Endosulfan I		100		0.0341530055		300		300		25		EPAPLT0028D13-pg48-DMEM-6h-100.0000

		490		DTXSID0047379		Other		Other		SSR126768		100		0.0341530055		300		300		25		TP0001718N17-pg02-DMEM-6h-100.0000

		125		DTXSID7032004		flutamide		AR		Flutamide		100		0.0341530055		300		300		25		TP0001718F05-pg08-DMEM-6h-100.0000

		152		DTXSID3047477		Other		Other		dl-Norgestrel		25.4237288		0.0341530055		300		300		25		TP0001967M08-pg36-DMEM-6h-025.4237

		100		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.0341530055		300		300		25		GEN-pg48-DMEM-6h-010.0000

		50		DTXSID4022367		estrone		ABCG2|ESR2|ESR1		Estrone		100		0.0341530055		300		300		25		TP0001719E11-pg10-DMEM-6h-100.0000

		274		DTXSID2047434		Other		Other		Flurandrenolide		0.299461		0.0341530055		300		300		25		EPAPLT0027L16-pg31-DMEM-6h-000.2995

		308		DTXSID9020409		Other		Other		Dibenz(a,h)anthracene		0.084949		0.0341530055		300		300		25		TP0001720M20-pg20-DMEM-6h-000.0849

		455		DTXSID7021150		Other		Other		Phenylmercuric acetate		25.4237288		0.0341530055		300		300		25		TP0001719D02-pg23-DMEM-6h-025.4237

		101		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.034106412		300		300		25		GEN-pg10-DMEM-6h-010.0000

		293		DTXSID3042390		Other		Other		Sodium (2-pyridylthio)-N-oxide		9.4339623		0.034106412		300		300		25		TP0001718L02-pg05-DMEM-6h-009.4340

		32		DTXSID3020257		catechol		CA2|CA1		Catechol		100		0.034106412		300		300		25		TP0001719G10-pg11-DMEM-6h-100.0000

		146		DTXSID9023380		norethindrone		PGR		Norethindrone		0.299461		0.034106412		300		300		25		TP0001719J11-pg12-DMEM-6h-000.2995

		313		DTXSID1041683		Other		Other		Bromofos		100		0.034106412		300		300		25		TP0001969J07-pg38-DMEM-6h-100.0000

		102		DTXSID5022308		genistein		ESR2|ESR1		Genistein		10		0.034106412		300		300		25		GEN-pg13-DMEM-6h-010.0000

		491		DTXSID9021689		Other		Other		Undecane		100		0.034106412		300		300		25		TP0001718L04-pg05-DMEM-6h-100.0000

		492		DTXSID7038864		Other		Other		2,2'-Methylenebis(ethyl-6-tert-butylphenol)		100		0.034106412		300		300		25		EPAPLT0028A02-pg47-DMEM-6h-100.0000

		496		DTXSID2037712		Other		Other		4,4',4''-Ethane-1,1,1-triyltriphenol		100		0.0340599455		300		300		25		TP0001719M06-pg17-DMEM-6h-100.0000

		113		DTXSID6022474		corticosterone		NR3C1|SLC22A1|SLC22A2		Corticosterone		100		0.0340599455		300		300		25		TP0001719K12-pg13-DMEM-6h-100.0000

		497		DTXSID1021118		Other		Other		Phenazopyridine hydrochloride		25.4237288		0.0340599455		300		300		25		TP0001969N03-pg38-DMEM-6h-025.4237

		493		DTXSID7044342		Other		Other		Spirotetramat		100		0.0340599455		300		300		25		TP0001969G07-pg29-DMEM-6h-100.0000

		494		DTXSID7020768		Other		Other		Kaempferol		9.4339623		0.0340599455		300		300		25		EPAPLT0027M13-pg31-DMEM-6h-009.4340

		495		DTXSID0021464		Other		Other		Ziram		2.9469548		0.0340599455		300		300		25		TP0001718I16-pg09-DMEM-6h-002.9470

		498		DTXSID5048186		Other		Other		Tetrac		60		0.0340136054		300		300		25		TP0001719M14-pg17-DMEM-6h-060.0000

		348		DTXSID3031860		Other		Other		Perfluorodecanoic acid		25.4237288		0.0340136054		300		300		25		TP0001719I06-pg12-DMEM-6h-025.4237

		17		DTXSID0025527		medroxyprogesterone acetate		NR3C1|AR|PGR		Medroxyprogesterone acetate		0.299461		0.0340136054		300		300		25		EPAPLT0027H06-pg35-DMEM-6h-000.2995

		46		DTXSID3022667		betamethasone		NR3C1		Betamethasone		0.299461		0.0340136054		300		300		25		EPAPLT0027P22-pg47-DMEM-6h-000.2995

		499		DTXSID6023602		Other		Other		Butanedioic acid		100		0.0340136054		300		300		25		EPAPLT0027G07-pg34-DMEM-6h-100.0000
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