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AOP Graphic

19 research

3.(23-epoxypropoxylpropyldiethoxymethyisilane

2897-60-1

No AOPs available

hitps
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Carcinogenicity

71556

No AOPs available

https:

TXSID0021381#exec sum

156-59-2
156-60-5
540590

AOP Links: 187

XSID7024031#exec sum

Anticoagulant rodenticide inhibition of vitamin K epoxide reductase

XSID2024030# exec sum

resulting coagulopathy and hemorrhage

psi//a0pwiki.org/0ps/181

1134 Ireversible inhibition of hepatic VKOR by binding of AR at
tyrosine 139, Failure to cycle vitamin K epoxide to vitamin K to
form vitamin K hydroquinone

1138 Uncoupling of oxidative phosphorylation, Reduced ability to
generate ATP

1169 Anticoagulant rodenticide interferes with carboxylation of Gla
proteins in bone, Impairment of post-translational modification
(carboxylation) of osteacalcin

s.//aopwikiorg/ev
/aopwikiorg/ev
s.//a0pwikiorg/ev

1122 Under carborylated clotting factors will not assemble on cell surfaces to form clo,
Failure of secondary hemostasis

1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)

1131 Failure in gamma-glutamyl carboylation of clotting factors Il, VIl IX and X, Under
carboxylation of clotting factors (e.g, des-gamma-carboxy prothrombin)

1132 Blood loss and development of anemia, Impaired oxygen delivery and nutrient
delivery to tissue, impaired carbon dioxide and waste product removal

1133 Hemostasis, Depletion from blood of fully functional carboxylated clotting factors
1135 Reduced fitness or even mortality, Acidosis, hypovolemic shock and organ dysfunction
1151 Osteoporosis and vascular calcfication, Bone deterioration

1136 Impaired recruitment , Population trajectory

123:91-1

No AOPs available

107-98-2

AOP Links: 200

Tttps://comptox epagov/dashboard/dsstoxdb/resultsTsearch=

(51D8024284exec_sum

D)
Estrogen receptor activation leading to breast cancer

hitpsi/zaopuiki

org/aops/200

1181 Activation, Estrogen receptor

si/aopwiki.orglevents/1181

1182 Increase, Cell Proliferation (Epithelial Cell)
1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (dassical pathway)

1188 Increased, ER binding to TF. to DNA (non-classical pathway)
1189 Increased, Proliferation (Endothelial cell)

1190 Increased, Migration (Endothelial Cells)

1191 Increased, Non-genormic signaling

1192 Increased, Ductal Hyperplasia

1194 Increase, DNA damage

1195 modulation, Extracellular Matix Composition

1196 Increased, Invasion

1197 Activation, Fibroblasts

1198 Activation, Macrophages

1213 Increased, Angiogenesis

1239 Altered, Gene Expression

1240 Altered, Protein Production

1241 Increased, Motilty

1242 Increased, Second Messenger Production

1193 N/A, Breast Cancer

108-65-6

AOP Links: 150, 187

Ayl hydrocarbon receptor activation leading to early lfe stage mortalty,
via reduced VEGF

XSID1026796 #exec sum

Anticoagulant rodenticide inibition of vitamin K epoxide reductase
resulting coagulopathy and hemorrhage

hitps://aopwiki

hitps://aopwiki

orglaops/150

orglaops/187

18 Activation, AR

1134 Ieversible inhibition of hepatic VKOR by binding of AR at
tyrosine 139, Failure to cycle vitamin K epoxide to vitamin K to
form vitamin K hydroquinone

1138 Uncoupling of oxidative phosphorylation, Reduced ability to
generate ATP

1169 Anticoagulant rodenticide interferes with carboxylation of Gla
proteins in bone, Impairment of post-translational modification
(carboxylation) of osteacalcin

hitps://aopwikiorg/events/18

hitps://aopwiki org/events/1134
hitps://aopwiki org/events/1138

s//a0pwiki.orglevents/1169

944 dimerization, AHR/ARNT

1122 Under carboxylated clotting factors will not assemble on cell surfaces to form clot,
Failure of secondary hemostasis

1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)

1131 Failure in gamma-glutamy! carboxylation of clotting factors Il Vi, IX and X, Under
carboxylation of clotting factors (e.g. des-gamma-carboxy prothrombin)

1132 Blood loss and development of anemia, Impaired oxygen delivery and nutrient
delivery to tissue, impaired carbon dioxide and waste product removal

1133 Hemostasis, Depletion from blood of fully functional carboxylated clotting factors
1135 Reduced fitness or even mortaliy, Acidosis, hypovolemic shock and organ dysfunction
1151 Osteoporosis and vascular calcification, Bone deterioration

945 reduced dimerization, ARNT/HIF1-alpha

948 reduced production, VEGF

110 Impairment, Endothelial network

317 Altered, Cardiovascular development/function

947 Increase, Early Life Stage Morts

1136 Impaired recruitment , Population trajectory

86:577

AOP Links: 60, 107, 150, 163, 177, 195,

https:

NRII2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis

Constitutive androstane receptor activation leading to hepatocellular
adenomas and carcinomas in the mouse and the rat

Ayl hydrocarbon receptor activation leading to early lfe stage mortality,
via reduced VEGF

TXSID7020978#exec sum

PPARgamma activation leading to sarcomas in rats, mice, and hamsters
Cyclooxygenase 1 (COXT) inhibition leading to renal failure and mortality

5-hydroxytryptamine transporter (5-HTT) inhibition leading to population
increase

Estrogen receptor activation leading to breast cancer

hitpsi/aopwik
hitps//aopui
hitpsi/aopwik
hitpsi/aopwik
hitpsi/aopwik
hitpsi/aopwik

hitps://aopwiki

org/aops/60

orglaops/107

orglaops/150

orglaops/163

orglaops/177

orglaops/195

orglaops/200

245 Activation, PXR/SKR
715 Activation, Constitutive androstane receptor
18 Activation, AhR

1028 Activation of specific nuclear receptors, PPAR-gamma
activation

1103 Inhibition, Cyclooxygenase 1 activity
619 Inhibition, 5-hydroxytryptamine transporter (5-HTT; SERT)

1181 Activation, Estrogen receptor

s//a0pwiki.orglevents/245

s//a0pwiki.orglevents/T15

hitps://aopwikiorg/events/18

s//a0pwiki.orglevents/1028

s//a0pwiki.orglevents/1103

hitps://aopwikiorg/events/619

hitps://aopwikiorg/events/1181

471 Inhibition, FoxA2 Inhibition, FoxA2
179 Decreased, Mitochondial fatty acid beta-oxidation
472 Down Regulation, CPTIA

474 Down Regulation, HMGCS2

462 Up Regulation, SCD-1

54 Up Regulation, CD36

465 Increased, FA Influx

477 Decreased, Ketogenesis

454 Increased, Triglyceride formation

327 Accumulation, Fatty acid

1214 Altered gene expression specific to CAR activation, Hepatocytes
716 Increase, Mitogenic cell proliferation (hepatocytes)
774 Increase, Preneoplasic foci (hepatocytes)

944 dimerization, AHR/ARNT
945 reduced dimerization, ARNT/HIF1-alpha

948 reduced production, VEGF

110 Impairment, Endothelial network

317 Altered, Cardiovascular development/function

1029 Increased, adipogenesis Increased, adipogenesis
1032 Increased, secretion of local growth factors
1033 Increased, proiferation of mesenchymal cells
1034 Increased. IGF-1 (mouse)

159 Increased, Liver Ste

19 Incre

se, Adenomas/carcinomas (hepatocellular)
947 Increase, Early Life Stage Mortalty

351 Increased Mortalty
361 Decine, Popuiation

1164 Increased, Population

1103 NIA, Breast Cancer

Mutagenicity

108-03-2

AOP Links: 150, 177

TXSID1020980¢exec_sum

ch=D|

Aryl hydrocarbon receptor activation leading to early lfe stage mortalty,
via reduced VEGF

Cyclooxygenase 1 (COXT) inhibition leading to renal failure and mortaity

https://aopwiki org/aops/150

https://aopwiki org/aops/177

18 Activation, AR

1103 Inhibition, Cyclooxygenase 1 activity

ps//aopwiki.orglevents/18

psi/a0pwikiorglevents/1103

944 dimerization, AHR/ARNT
945 reduced dimerization, ARNT/HIF1-alpha

948 reduced production, VEGF

110 Impairment, Endothelial network

317 Altered, Cardiovascular development/function

1104 Decreased, Prostaglandin F2alpha concentration, plasma
1105 Occurrence, renal ischeria

1097 Occurrence, renal proximal tubular necrosis

1098 Increased, blood potassium concentration

1106 Occurrence, cardiac arhythmia

1088 Increased, Oxidative Stress

1096 Increased, blood uric acid concentration

1102 Occurrence, tophi (urate) deposition

947 Increase, Early Life Stage Mortality

351 Increased Mortality
361 Decline, Population
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1214 Altered gene expression specific to CAR activation, Hepatocytes

124,153, 163, 175, 187, 200

XSID1026081#exec sum

Constitutive androstane receptor activation leading to hepatocellular
adenomas and carcinomas in the mouse and the rat

HMG-CoA reductase inhi

jon leading to decreased fertiity

Aromatase Inhibition leading to Ovulation Inhibition and Decreased
Fertiity in Female Rats

PPARgamma activation leading to sarcomas in rats, mice, and hamsters

Thyroperoxidase inhibition leading to altered amphibian metamorphosis

org/aops/107
orglaops/124
orglaops/153
orglaops/163
orglaops/175
org/aops/187
//30pwikiorg/aops/200

479 Activation NRTH4.

httpsi//aopwiki org/events/478

463 Up Regulation, FAS
451 Inhibition, Mitochondrial fatty acid beta-oxidation

654

orticoidreceptoragonists
715 Activation, Constitutive androstane receptor

804 Inhibition, HMG-CoA reductase.

964 Inhibition of Aromatase Enzyme, Chemical exposure during
itical window of estrous cycle between diestrus 2 and proestrus
inhibits aromatase conversion. of testosterone to estradiol

1028 Activation of specific nuclear receptors, PPAR-gamma
activation

https://aopwiki org/events/654

327 lation, Fatty acid
470 Up Regulation, Acetyl-CoA carboxylase-1 (ACC-1)
465 Increased, FA Influx

471Inhibition FoxA2Inhibition FoxA2

15

472DownRegulation CPTIA
HM

462UpRegulation SCD-1
AUpRegulation CD36

719 Increase, Adenomas/carcinomas (hepatocellular)
330 Decrease, Fertility
972 Decreased fertility, Reduced number of oocytes ovulated

1101 Altered, Amphibian metamorphosis
1136 Impaired recruitment , Population trajectory
1193 N/A, Breast Cancer

505 Decreased sperm quantity / quality in the adult, Decreased fertility
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29/11dA0p-200
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= 774 Increase, Preneoplasic foci (hepatocytes) 9
457 Activation, SREBF1
66 Activation, ChRESP
458 Increased, De Novo FA synthesis
456 Suppression, Consiituive androstane receptor, NR113 o sopuikiorglesenigiasy |54 Ieessed Tighceride ormation
o 468 Inhibiton, PPAR alpha ek ejovenizy |54 Up Reguiaton, CD36
2-Q-Ethoxyethoxy) ethanal 111900 AOP Links: 58 v — NR1I3 (CAR) suppression leading to hepatic steatosis hitpsi//aopuikicrg/acps/s8 167 Activation, LXR ey 462 Up Reaulaton, SCO1 459 Increased, Liver Steatosis SAOPW111-90-0jpg
- 228 peroxisome proliferator activated receptor promoter s |46 Up Regutation, Fas
demethylation : 451 Inhibition, Mitochondrial fatty acid beta-osidation
327 Accumulation, Faty acid
470 Up Regulation, Acetyl-CoA carborylase-1 (ACC-1)
465 Increased, FA Influx
2-Q-Ethoxyethon) ethyl acetate 12152 No AOPs avalable sulsisearchs -
2-(p-methoxystyryl)-4,6-bis(trichloromethyl)-1,3,5-triazine. 42573579 No AOPs available ttps://comptox.epagov/dashboard/dsstoxdb/results?search=D - Carcinogenicity
: TXSIDAOGEAOG exec_sum
2.2-(33.55 tetramethyl-(1.1-biphenyl)-4 4diy)- ssiis Mo AOPs svatable psil .
bistoxymethylene)-bis-oxirane e TXSID60BBB66Fexec sum
Peroxisomal Fatty Acd Beta-Oxidation Inhibiion Leading to Steatos's 231 Decreased, PPAR-alpha activation 327 Tation, Fatty acd Accumulation, Fatty acid
232 Decreased, PPAR-beta actvation httpsi//aopwikicrg/events/232 140 Decreased, HSD7B10 expression Decreased, HSD17B10 expression
NR1I3 (CAR) suppression leading to hepatic steatosis 233 Decreased, PPAR-gamma activation hitpsi//aopwikicrg/events/233 | 179 Decreased, Mitochondial faty acid beta-oxidation Decreased, Mitochondria fatty acid
456 Suppression, Consituive androstane receptor, NR113 beta-oxidation
HNFdalpha suppression leading 1o hepatic steatosis 468 Inhibiton, PPAR alpha ttpsy/aopwikiorg/events/d56 |8 Decreased, 3-hydroxyacyl-Coh dehydrogenase type-2 actvty 159 Incressed, Liver Steatosis
167 Activation, LXR ttpsy/aopwikioro/events/468
NR1I2 (Pregnane X Receptor, PXR) activation leading to hepatic teatoss orglacps/36 228 peroxisome prolifrator activated receptor p 457 Activation, SREBF1 155 Increased, Liver Steatosis
orglacps/s8 demethylation ttpsy/aopwikiorg/events/228 |66 Activation, ChREBP. g o/systemy/dragonfly/production/2018/0
NFEZL2/FXR activation leading to hepatic steatosis 0rg/aops/s9 458 Increased, De Novo FA synthesis 155 Incressed, Lver Steatosis 31/1n1z02kaml_Graphic CAR AOP revised May2018pptxjo
orglacps/6C 461 Suppression, HNFaalpha 454 Increased, Triglycerde formation g g
Modulation of Adult Leydig Cell Function Subsequent Glucocortcoid orglacps/61 245 Activation, PXR/SXR 54 Up Regulation, CD36 459 Increased, Liver Steatosis
b T A o AOP Links: 36, 55, 59, 60, 61, 66, 107, | nitps./ . Activation in the Fetal Testis orglacps/66 478 Activation NRF2 ttpsy/aopwikiorg/events/245 | 462 Up Regulation, SCD-1 hitps/ao0pwikiorg/system/dragonfy/production/2016/12/

22-[methylenebis(phenyleneorymethylenelbisoxirane

39817-09-9

No AOPs available

Attps//comptoxepagov/dasht
TXSIDSO8!

04¢exec.

ard/dsstoxdb/resul

Mutagenicity

23-dibromopropan-1-cl

96139

No AOPs available

TXSID7021817#exec_sum

Mutagenicity
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2468 Tetramethylcyclotetrasio 2370889 No AOPs available -

e i 64777226 No AOPs available : - Mutagenicity
yimethoxylphenoxymethylloxirane

2-Butanone 76933 No AOPs available search=b

TXSID3021516#exec sum :

(457 Activation, SREBFT
66 Activation, ChREBP.

458 Increased, De Novo FA synthesis

454 Increased, Triglyceride formation

54 Up Regulation, CD36

462 Up Regulation, SCD-1

463 Up Regulation, FAS

451 Inhibition, Mitochondrial fatty acid beta-oxidation
327 Accumulation, Fatty acid

470 Up Regulation, Acetyl-CoA carboxylase-1 (ACC-1)
465 Increased, FA Influx

456 Suppression, Constitutive androstane receptor, NR113
468 Inhibition, PPAR alpha

tpsi//aopwiki.orglevents/456
si//aopwiki.orglevents/468

s Jcomptox emn gou/cashibonrd dstondesulcrsearch-n | N1 (CAR) suppression leading to hepatic seatos's hitpsi//aopviki orglaops/s8 167 Activation, LXR ttps://aopwiki.org/events/167 . (D A O S ttps://aopwikiorg/system/dragonfly/production/2016/11,
2-Butoryethanal AOP Links: 58, 200 . S 228 peroxisome proliferator activated receptor promoter e 1182 Increase, Cell Proliferation (Epithelial Cels) P SAOPHIT1-
Estrogen receptor activation leading to breast cancer hitpsi/aopwiki org/aops/200 demethyation e 1183 Decreased, Apoposis (Epithelial Cells) R
stlaopuikiorglevents/1181 | 117 WA Mitochondrial dysfunction 1
1181 Activation, Estrogen receptor e 1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (classical pathway)

1188 Increased, ER binding to TF. to DNA (non-classical pathway)
1189 Increased, Proliferation (Endothelial cell)

1190 Increased, Migration (Endothelial Cells)

1191 Increased, Non-genomic signaling

1192 Increased, Ductal Hyperplasia

1194 Increase, DNA damage

1195 modulation, Extracellular Matrix Composition

1196 Increased. Invasion

457 Activation, SREBF1
66 Activation, ChREBP.

458 Increased, De Novo FA synthesis
454 Increased, Triglyceride formation
54 Up Regulation, CD36

462 Up Regulation, SCD-1 459 Increased, Liver Steatosis SAOPH#110-80-5jpg
463 Up Regulation, FAS

451 Inhibition, Mitochondrial fatty acid beta-oxidation
327 Accumulation, Fatty acid

470 Up Regulation, Acetyl-CoA carboxylase-1 (ACC-1)
465 Increased, FA Influx

456 Suppression, Consttutive androstane receptor, NR113
468 Inhibition, PPAR alpha

167 Activation, LXR

228 peroxisome proliferator activated receptor promoter
demethylation

aopwiki.orglevents/
https://comp: b/resultsZsearch=D /aopuikiorg/events

2-Ethoxyethanol 110-80-5 AOP Links: 58 NR1I3 (CAR) suppression leading to hepatic steatosis hitps://aopwikiorg/acps/

exec sum /aopwikiorg/events

/aopwikiorg/events

471 Inhibition, FoxA2 Inhibition, FoxA2
179 Decreased, Mitochondrial fatty acid beta-oxidation
472 Down Regulation, CPT1A

474 Down Regulation, HMGCS2

https://comp: 462 Up Regulation, SCD-1

2-Ethoxyethyl acetate 111-15-9 AOP Links: 60

NR1I2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis | hitps//aopwiki.org/a0ps/60 245 Activation, PXR/SXR

wikiorg/events

459 Increased, Liver Steatosis SAOPH111-15-9jpg

477 Decreased, Ketogenesis
454 Increased, Triglyceride formation
327 Accumulation, Fatty acid
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Copper (Cu) 7440508 No AOPs available e ——

Copper(l) oxide 1317-38-0 No AOPs available ° -
TXSIDS034488 exec sum

457Activation SREBF1
66ACtivation,ChREBP
458increased,DeNovoF Asynthesis

https://aopwiki.org/system/dragonfly/production/2016
[12/02/3y5asyaove_Amphib_TPO_AOPjpg

Estrogen receptor activation
leading to breast cancer

to estradiol

MIE 1181 Activation, Estrogen receptor

of Anterior Pituitary Gonadotrophs
KE 971 Ovulation of oocytes Reduced, Delayed, or Blocked, Decrease or delay in LH
surge required for ovulation

KE 1182 Increase, Cell Proliferation (Epithelial Cells)
KE 1183 Decreased, Apoptosis (Epithelial Cells)

KE 177 N/A, Mitochondrial dysfunction 1

KE 1088 Increased, Oxidative Stress

KE 1187 Increased, ER binding to DNA (dlassical pathway)

KE 1188 Increased, ER binding to TF. to DNA (non-classical pathway)
KE 1189 Increased, Proliferation (Endothelial cells)

KE 1190 Increased, Miaration (Endothelial Cells

AO 1193 N/A, Breast Cancer

R SAOPH9B-82-8jpg

NRIL
A D36
hitps//comptox.epa.gov/dashboard/dsstoxdb/esultsse 468Innibition PPARalpha
rg/events/167 | 462UpRegul: D-1 - HHERIE) B
s arch=DTXSIDB021808exec_sum NRII3 (CAR) suppression leading to hepatic steatoss sy momiiorgisopyss | 7ATHRIONDR N0 |ipreguatonseo 159 ncrensed, Liver Stent o BEHCIBLEE L e, i,
ameros 327 hitps//comptox.epa.gov/dashboard/dsstoxdb/results?se | NFE2L2/FXR activation leading to hepatic steatosis pei//acpuikiorg/aop: nereased, Liver Steatosis B8, Of (CHEAZY  |<a0PHSS.48.7ing FLIENT
Cresal p-Cresol 106-44-5 AOP Links: 58, 61,175 e hitpsy/aopwiki.org/aops/61 b d 459 Increased, Liver Steatosis . - - CMP, A%, Metal, i
. arch=DTXSID7021869%exec sum Thyroperoxidase  inhibition leading to altered amphibian lation o § B W106-44-5)pg 227, 2.0 Aol
m-Cresol 108-39-4 s reh=b httpsy/aopwikiorg/aops/17s | O L 4 Fattyacid 1101 Altered, Amphibian metamorphosis EE QD 42 F |2
: " aton 479 |470UpRegu - TACC A/2m2{ol Dot
arch=108-39-4#exec sum 479Activation NR1H4 P (e T
279 Thyroperoxidase, Inhibition nereased AU
227Activation PPARG
482Decreased, DHB4/HSD1784
45 idation
. . ; tpsi/comptox epagov/dashbos blesitstsearch=D| .
Crystalline sica (Cristobaiite) 14464-46-1 No AOPs avalable S siica nanopartices
Crystalne sica (Quartz) 14808-60.7 No AOPs avalable e — sic ” -
KE 965 reduction in ovarian granulosa cells synthesis of estradiol, Reduced
steroidogenic production of estradiol in granulosa cells
KE 966 Reduced Estradiol in Circulation, Reduced steroidogenic production of
estradiol in granulosa cells leading to decreased estradiol in circulation
KE 967 Decreased positve estrogenic feedback on hypothalamus, Reduced
estradiol in circulation decreases estrogen concentration at hypothalamus
KE 968 Decreased Kisspeptin release from neurons in AVPY, Decreased
hypothalamic estrogen reduces kisspeptinergic neuron response
in stimul
Aromatase Inhibition leading to | MIE 964 Inhibition of Aromatase Enzyme, Chemical exposure :E gff”s““'“”d GnRH Release, Decreased Kisspeptin stimulation of GakH
Ovulation Inhibition and during crtical window of estrous cycle between diestrus 2 o
153 9 A KE 970 Decreased LH release from Anterior Pituitary, Decreased GnRH stimulation | AQ 972 Decreased fertiity, Reduced number of oocytes ovulated
- s AP Liks: 153,200 Decreased Fertilty in Female Rats|and proestrus inhibits aromatase conversion of testosterane

Cupric sulfide

1317:40-4

No AOPs available

https:

TXSID00G 166

dashboard/dsstoxdb/results?search=D|
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20405-64-5 No AOPs available tos/icomproxepagon/deshibosrde . -
XSID60BE60B#exec sum

Cuprous selenid

epa gov/dashboard/dsstoxdb/resuls?search =D

Cyclohexanone 108-94-1 No AOPs available - . 08-94-1jpg
ttps://comptox.epa gov/dashboard/dsstoxdb/results >
Cyclohe: 101-43:9 No AOPs available XSID7051 : :

mine 108.91:8 No AOPs available -

Cyclohexy 08-91-8]pg

Cyclotetrasiloxane, 2. 4, 6, 8-tetramethy

No AOPs available

oxiranylmethoxylpr

Decaborane 9 No AOPs available
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Dibozne 19287457 No AOPs avaiable s lco -
TXSID9024838sercc sum
85 Decreased, Sodium conductance 1
. No AOPs aviable ptosizcom Ether-a-go-g0 (ERG) votage-gated potassium channel inibiion MIE 593 Inhibiion, Ethr-2-go-go (ERG) vohage-gated potassium 86 Recluced, swimming speec
y 192:96-1 s .
RRallet = 9 TXSID102200 ading to reduced survival A0 592 Reduced, survival
Dichoro methare 15092 No AOPs aviable

SAOPHTS0

Dichloro siane

No AOPs available

©ttpsi//comptoxepa gov
TXSID1052082¢exec_sum

Diethanolaming

111-42:2

AOP Links: 58, 200

Mtpsi//comptoxepa gov

NR1I3 (CAR) suppression leading to hepatic steatosis

Estrogen receptor activation leading to breast cancer

456 Suppression, Constitutive androstane receptor, NR113
468 Inhibition, PPAR alpha

167 Activation, LXR

228 peroxisome proliferator activated receptor promoter

1181 Activation, Estrogen receptor

httpsi//aopwiki org/events/456
httpsi//aopwiki org/events/468
httpsi//aopwiki org/events/ 167
https://aopwiki org/events/228

httpsi//aopwiki org/events/1181

457 Activation, SREBFT
66 Activation, CREBP.

458 Increased, De Novo FA synthesis

454 Increased, Triglyceride formation

54 Up Regulation, CD36

462 Up Regulation, SCD-1

463 Up Regulation, FAS

451 Inhibition, Mitochondrial fatty acid beta-oxidation
327 Accumulation, Fatty acid

470 Up Regulation, Acetyl-CoA carboxylase-1 (ACC-1)
465 Increased, FA Influx

1182 Increase, Cell Proliferation (Epithelial Cells

1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (dassical pathway)

1188 Increased, ER binding to TF. to DNA (non-classical pathway)
1189 Increased. Proliferation (Endothelial cels)

1193 N/A, Breast Cancer

459 Increased Liver Steatosis aopwikiorg/system/dragonfly/production/2016/11,

SAOPWI11-42-2p

Diethyl oxalate

No AOPs available

Mps://comptox.epa g

SAOPH95-92-1jpg

Diethylene glycol dimethyl ether

111966

No AOPs available

https://comptox.epa gov/dashboard/dsstoxdbresults?search=D|
TXSID1024621 #exec_sum

95 Ether-a-o-go (ERG) voltage-gated potassium channel inhibition

ading to reduced survival

MIE 593 Inhibition, Ether-a-go-go (ERG) voltage-gated potassium
channel

NVS_ENZ_MAOAP

BSK_hDFCGF Collagenll_down

85 Decreased, Sodium conductance 1

587 Reduced,
8 Increased,

cotsal

A0 592 Reduced, survival

Diethylene glycol monobutyl ether

112:34.5

AOP Links: 95, 153, 200

https://comptox.epa.gov/dashboard/dsstoxdbresults?search=|

Ether-a-go-go (ERG) voltage-gated potassium channel inhibition leading
to reduced survival

°| Aromatase Inhibition leading to Ovulation Inhibition and Decreased

Fertiity in Female Rats

Estrogen receptor activation leading to breast cancer

MIE 593 Inhibition, Ether-a-go-go (ERG) voltage-gated potassium
channel

964 Inhibition of Aromatase Enzyme, Chemical exposure during
critical window of estrous cycle between diestrus 2 and proestrus

inhibits aromatase conversion of testosterone to estradiol

1181 Activation, Estrogen receptor

hitps://aopwiki org/events/964

181

KE 585 Decreased, Sodium conductance 1
KE 586 Reduced, swimming speed

KE 587 Reduced, feeding 1

KE 588 Increased, predation

93 Inhibition, Ether-a-go-go (ERG) valtage-gated potassium channel
965 reduction in ovarian granulosa cells synthesis of estradiol, Reduced steroidogenic
production of estradiol in granulosa cells

966 Reduced Estradiol in Circulation, Reduced steraidogenic production of estradiol in
granulosa cells leading to decreased estradiol in circulation

967 Decreased positive estrogenic feedback on hypothalamus, Reduced estradiol in
circulation decreases estrogen concentration at hypothalamus

968 Decreased Kisspeptin release from neurons in AVPV, Decreased hypothalamic estrogen

reduces. neuron response
969 Decreased GnRH Release, Decreased Kisspeptin stimulation of GnRH neurons

970 Decreased LH release from Anterior Pituitary, Decreased GnRH stimulation of Anterior
Pituitary Gonadotrophs

971 Ovulation of oocytes Reduced, Delayed, or Blocked, Decrease or delay in LH surge
required for ovulation

1182 Increase, Cell Proliferation (Epithelal Cells)
1183 Decreased, Apoptosis (Epithelial Cells

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased. ER bindina to DNA (classical pathway)

A0 592 Reduced, survival

1193 N/A, Breast Cancer

972 Decreased fertilty, Reduced number of oocytes ovulated

SAOPWI12:34:5,jp
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Diethysiane

542916

No AOPs available

TXSID20870601 e

Difluoromethane

75-10-5

No AOPs available

https: Zsearch=

Dimethyl acetamide

127:19:5

AOP Links: 60, 200

Titps://comptox epagov.

NRII2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis

Estrogen receptor activation leading to breast cancer

httpsi//aopwiki org/a0ps/60

https://aopwiki org/aops/200

245 Activation, PXR/SXR

1181 Activation, Estrogen recepto

httpsi//aopwiki org/events/245

httpsi//aopwiki org/events/1181

T TOTION, FOXAZ TGN, FOXAZ
179 Decreased, Mitochondial fatty acid beta-oxidation
472 Down Regulation, CPTIA

474 Down Regulation, HMGCS2

462 Up Regulation, SCD-1

54 Up Regulation, CD36

465 Increased, FA Influx

477 Decreased, Ketogenesis

454 Increased, Triglyceride formation

327 Accumulation, Fatty acid

1182 Increase, Cell Proliferation (Epithelial Cells
1183 Decreased, Apoptosis (Epithelial Cells)

459 Increased, Liver Steatosis

1193 N/A, Breast Cancer

tps://aopwikiorg/systemy/dragonfly/production/2016/11/

9/11dA0p-200jpg

SAOPW127-19-5jpg

Dimethyl sulfoxide

67-66.5

AOP Links: 150, 153

XSID2021735#exec sum

Ayl hydracarbon receptor activation leading to early lfe stage mortalty,
via reduced VEGF

Aromatase Inhibition leading to Ovulation Inhibition and Decreased
Fertiity in Female Rats

https://aopwiki org/acps/150

httpsy//aopwiki org/aops/153

18 Activation, AR

964 Inhibition of Aromatase Enzyme, Chemical exposure during
critical window of estrous cycle between diestrus 2 and proestrus.
inhibits aromatase conversion of testosterone to estradiol

https://aopwikiorg/events/18

hitps://aopwikiorg/events/964

944 dimerization, AHR/ARNT

945 reduced dimerization, ARNT/HIF1-alpha

948 reduced production, VEGF

110 Impairment, Endothelial network

317 Altered, Cardiovascular development/function

965 reduction in ovarian granulosa cells synthesis of estradiol, Reduced steroidogenic
production of estradiol in granulosa cells

966 Reduced Estradiol in Circulation, Reduced steroidogenic production of estradiol in
granulosa cells leading to decreased estradiol in circulation

967 Decreased positive estrogenic feedback on hypothalamus, Reduced estradiol in
circulation decreases estrogen concentration at hypothalamus

968 Decreased Kisspeptin release from neurons in AVPV, Decreased hypothalamic estrogen
reduces kisspeptinergic neuron response

969 Decreased GnRH Release, Decreased Kisspeptin stimulation of GRH neurons

970 Decreased LH release from Anterior Pituitary, Decreased GnRH stimulation of Anterior
Pituitary Gonadlotrophs

971 Ovulation of oocytes Reduced, Delayed, or Blocked, Decrease or delay in LH surge
required for ovulation

947 Increase, Early Life Stage Mortality

972 Decreased fertilty, Reduced number of oocytes ovulated

hitps//a0pwiki.org/system/dragont
 AOP

28/9btjinvw

8.2018pg

50

fproduction/2018/03/
raphical representation March 2

Dimethylamine borane

74942

No AOPs available

TXSID7052494#exec sum

Dimethylformamide

68122

AOP Links: 58

TXSIDE020515#exec sum

NRII3 (CAR) suppression leading to hepatic steatosis

hitps://aopwikiorg/aops/s8

456 Suppression, Constitutive androstane receptor, NR1I3
468 Inhibition, PPAR alpha

167 Activation, LXR

228 peroxisome proliferator activated receptor promoter
demethylation

hitps://aopwiki org/events/456
hitps://aopwiki org/events/468

hitps://aopwikiorg/events/228

457 Activation, SREBFT
66 Activation, ChREBP.

458 Increased, De Novo FA synthesis

454 Increased, Triglyceride formation

54 Up Regulation, CD36

462 Up Regulation, SCD-1

463 Up Regulation, FAS

451 Inhibition, Mitochondrial fatty acid beta-oxidation
327 Accumulation, Fatty acid

470 Up Regulation, Acetyl-CoA carboxylase-1 (ACC-1)
465 Increased A Influy

450 Increased, Liver Steatosis

Dodecyl and tetradecyl glycidyl ethers

2461180
38954.75-5

No AOPs available

https://comptox.epa gov/dashi
TXSID002540:
https://comptox.epa.gov/dashboard/dsstoxdbresults?searct

TXSIDE0B6S935 Hexec sum

ard/dsstoxdbresults?searct

s#erecsum

95 Ether-a-go-go (ERG) voltage-gated potassium channel inhibition
leading to reduced survival

MIE 593 Inhibition, Ether-a-go-go (ERG) voltage-gated potassium
channel

X21_p53_BLA_pS_atio

TOX21_p53_BLA_p2_viability

85 Decreased, Sodium conductance 1

586 Reduced, swimming speed

KE 567 Reduced, feeding

88 Increased, predation

P53

A0 592 Reduced, survival

Epichlorohydrin

106-69-8

AOP Links: 187

https://comptox.epa.gov/dashboard/dsstoxdbresults?searct

SID1020566#exec sum

Anticoagulant rodenticide inhibition of vitamin K epoxide reductase
resulting coagulopathy and hemorrhage

hitps://aopwikiorg/aops/187

1134 Ireversible inhibition of hepatic VKOR by binding of AR at
tyrosine 139, Failure to cycle vitamin K epoxide to vitamin K to
form vitamin K hydroquinone

1138 Uncoupling of oxidative phosphorylation, Reduced ability to
generate ATP

1169 Anticoagulant rodenticide interferes with carboxylation of Gla
proteins in bone, Impairment of post-translational modification
(carboxylation) of osteocalcin

s//a0pwiki.orglevents/1134

h
hitps://aopwikiorg/events/1138
hitps://aopw

i.org/events/1169

1122 Under carboxylated clotting factors will not assemble on cell surfaces to form clot,
Failure of secondary hemostasis

1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)

1131 Failure in gamma-glutamy! carboxylation of clotting factors Il Vi, I and X, Under
carboxylation of clotting factors (e.g. des-gamma-carboxy prothrombin)

1132 Blood loss and development of anemia, Impaired oxygen delivery and nutrient
delivery to tissue, impaired carbon dioxide and waste product removal

1133 Hemostasis, Depletion from blood of fully functional carboxylated clotting factors
1135 Reduced fitness or even mortality, Acidosis, hypovolemic shock and organ dysfunction
1151 Osteoporosis and vascular calcification, Bone deterioration

1136 Impaired recruitment, Population trajectory

EPOXY RESINS

61788-97-4

No AOPs available

https://comptox.epa.gov/dashboard/dsstoxdbresults?searct
TXSID00S2887#exec sum
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NRII2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis

Estrogen receptor activation leading to breast cancer

hitps://aopwiki org/aops/60

hitps://aopwiki org/aops/200

71 Inhibition, FoxA2 Inhibition, FoxA2
179 Decreased, Mitochondrial fatty acid beta-oxidation
472 Down Regulation, CPTIA

474 Down Regulation, HMGCS2

462 Up Regulation, SCD-1

54 Up Regulation, CD36

465 Increased, FA Influx

477 Decreased, Ketogenesis

454 Increased, Triglyceride formation

245 Activation, PXR/SXR

1181 Activation, Estrogen receptor
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lation, Fatty acid

1182 Increase, Cell Proliferation (Epithelial Cells
1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (cassical pathway)

1188 Increased, ER binding to TF. to DNA (non-classical pathway)
1189 Increased, Proliferation (Endothelial cell)

1190 Increased, Migration (Endothelial Cells)

1191 Increased, Non-genormic signaling

1192 Increased. Ductal Hvoerplasia

459 Increased, Liver Steatosis

1193 N/A, Breast Cancer
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Anticoagulant rodenticide inhibition of vitamin K epoxide reductase
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Estrogen receptor activation leading to breast cancer
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1134 Ireversible inhibition of hepatic VKOR by binding of AR
at tyrosine 139, Failure to cycle vitamin K epoxide to vitamin
K to form vitamin K hydroquinone

1138 Uncoupling of oxidative phosphorylation, Reduced
abilty to generate ATP

1169 Anticoagulant rodenticide interferes with carboxylation
of Gla proteins in bone, Impairment of post-translational
modification (carboxylation) of osteocalcin

1181 Activation, Estrogen receptor
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122 Under carboxylated clotting factors will not assemble on cell surfaces (o form clot,
Failure of secondary hemostasis

1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)

1131 Failure in gamma-glutamy! carboxylation of clotting factors Il Vi, X and X, Under
carboxylation of clotting factors (e.g. des-gamma-carboxy prothrombin)

1132 Blood loss and development of anemia, Impaired oxygen delivery and nutrient
delivery to tissue, impaired carbon dioxide and waste product removal

1133 Hemostasis, Depletion from blood of fully functional carboxylated clotting factors

1151 Osteoporosis and vascular calcification, Bone deterioration

1182 Increase, Cell Proliferation (Epithelial Cells)
1183 Decreased. Apoitosis (Enithelial Cells)

1135 Reduced fitness or even mortality, Acidosis, hypovolemic shock and organ dysfunction
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1136 Impaired recruitment, Population trajectory
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95 Ether-a-go-go (ERG) voltage-gated potassium
channel inhibition leading to reduced survival

187 Anticoagulant rodenticide inhibition of vitamin K
epoxide reductase resulting coagulopathy and
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MIE 1134 Irreversible inhibition of hepatic VKOR by
binding of AR at tyrosine 139, Failure to cycle vitamin

K enoxide to vitamin K to form vitamin K
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Modulation of Adult Leydig Cel Function Subsequent Glucocorticoid
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653 Decreased testosterone by the fetal Leydig cells, Increased
corticosterone

https://aopwiki org/events/653

655 Decreased testosterone by the fetal Leydig cell, Increased COUP-TFII in fetal Leydig
cells

656 Decreased number and function of adult Leydig cells, Decreased COUP-TFil stem
Leydig cells

657 Decreased testosterone by the fetal Leydig cells, Dysgenesis of fetal Leydig cells

1182 Increase, Cell Proliferation (Epithelial Cells
1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (dassical pathway)

1188 Increased, ER binding to T'F. to DNA (non-classical pathway)

nsinbone mpairmentofpost-
translationalmodification(carboxylationjofosteacalcin
1181 Activation, Estrogen receptor

httpsi//aopwiki org/events/1181

1183Decreased Apoptosis(EpithelialCells)
177N/AMitochondrialdysfunction1

1088Increased OxidativeStress

1187Increased ERbindingtoDNA(classicalpathway)
1
1189Increased Proliferation(Endotheliacells)
1190Increased Migration(EndothelialCells)
1191Increased Non-genomicsignaling
1192Increased DuctalHyperplasia

1

505 Decreased sperm quantity / quality in the adult, Decreased fertilty
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1194 Increase, DNA damage
1195 modulation, Extracellular Matrix Composiion
1196 Increased, Invasion
1197 Actvation, Fibroblasts
1198 Activation, Macrophages
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1241 Increased Moty
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KE457 Activation, SREBFT
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KE 454 Increased, Triglyceride formation
KE 54 Up Regulation, CD36

KE 462 Up Regulation, SCD-1 A 459 Increased, Liver Steatosis SAOPW123-31-9,
KE 463 Up Regulation, FAS

KE 451 Inhibition, Mitochondrial fatty acid beta-oxidation
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KE 4RS Incranced FA Influy

MIE 456 Suppression, Constitutive androstane receptor,
NRIB
R R AOP Links: 58, 61, 66, 107, 150, - NRI1I3 (CAR) suppression leading | MIE 468 Inhibition, PPAR alpha

153, 163, 175, 187, 200 t0 hepatic steatosis MIE 167 Activation, LXR
MIE 228 peroxisome proliferator activated receptor promoter
demethylation

KE 480 Activation, SHP
KE 227 Activation, PPARG:

KE 482 Decreased, DHB4/HSD1784

KE 451 Inhibition, Mitochondrial fatty acid beta-oxidation
NFE2L2/FXR activation leading to | MIE 478 Activation, NRF2 KE 483 Activation, LXR alpha

hepatic steatosis MIE 479 Activation, NR1H4 KE 878 Inhibition, SREBP1c

KE 879 Activation, MTTP

KE 880 Increased, ApoB100

KE 881 Increased, Triglyceride

KE 458 Increased, De Novo FA synthesis

Hydroquinane 61 A 459 Increased, Liver Steatosis - SAOPH123-3:

KE 655 Decreased testosterone by the fetal Leydig cell, Increased COUP-TFIl in
Modulation of Adult Leydig Cell [ MIE 653 Decreased testosterone by the fetal Leydig cells, fetal Leydig cells

Function Subsequent Increased corticosterone KE 656 Decreased number and function of adult Leydig cells, Decreased COUP-TFII
Glucocorticoid Activation in the [ MIE 654 Decreased testosterone by the fetal Leydig cells, stem Leydig cells

Fetal Testis Activation by other glucocorticoid receptor agonists KE 657 Decreased testosterone by the fetal Leydig cells, Dysgenesis of fetal Leydig
cells

Hydroquinane 66 A 505 Decreased sperm quantity / quality in the adult, Decreased fertiity - SAQPH#123-31.9,

ipg

Constitutive androstane receptor
activation leading to KE 1214 Altered gene expression specific to CAR activation, Hepatocytes
Hydroquinane 107 hepatocellular adenomas and [ MIE 715 Activation, Constitutive androstane receptor KE 716 Increase, Mitogenic cell proliferation (hepatocytes) AO 719 Increase, Adenomas/carcinomas (hepatocellular) - SAQP#123.3
carcinomas in the mouse and the KE 774 Increase, Preneoplastic foci (hepatocytes)
rat

KE 944 dimerization, AHR/ARNT

Anyl hydrocarbon receptor KE 945 reduced dimerization, ARNT/HIF1-alpha
150 activation leading to early life [ MIE 18 Activation, AhR KE 948 reduced production, VEGF A0 947 Increase, Early Life Stage Mortality -
stage mortality, via reduced VEGF KE 110 Impairment, Endothelial network
KE 317 Altered. .

Hydroqui

KE 965 reduction i ovarian granulosa cells synthesis of estradiol, Reduced
steroidogenic production of estradiol in granulosa cells

KE 966 Reduced Estradiol in Circulation, Reduced steroidogenic production of
estradiol in granulosa cellsleading to decreased estradiol in circulation

KE 967 Decreased positive estrogenic feedback on hypothalamus, Reduced
MIE 964 Inhibition of Aromatase Enzyme, Chemical exposure estradiol in circulation decreases estrogen concentration at hypothalamus
during critical window of estrous cycle between diestrus 2 KE 968 Decreased Kisspeptin release from neurons in AVPV, Decreased

and proestrus inhibits aromatase conversion of testosterone hypothalamic estrogen reduces kisspeptinergic neuron respons:

to estradiol KE 969 Decreased GnRH Release, Decreased Kisspeptin stimulation of GnRH
neurons

Aromatase Inhibition leading to
Hydrogquinone 153 Ovulation Inhibition and
Decreased Fertity in Female Rats

|AO 972 Decreased fertiity, Reduced number of oocytes ovulated a SAOPW123-31-9jpg

KE 970 Decreased LH release from Anterior Pituitary, Decreased GnRH stimulation
of Anterior Pituitary Gonadotrophs
KE 971 Ovulation of oocytes Reduced, Delayed, or Blocked, Decrease or delay in LH

e e

TKE 1029 Increased; adipogenesis

KE 1032 Increased, secretion of local growth factors
KE 1033 Increased, prolifeation of mesenchymal cells

MIE 1028 Activation of specifc nuclear receptors, PPAR- R L o & . .

amma activation

hamsters 8 KE 1035 Increased, Firbrosarcoma

KE 1036 Increased, liposarcoma

K 1037 Increased

PPARgamma activation leading
Hydroquinone 163 to sarcomas in rats, mice, and
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Hydroquinone

175

Thyroperoxidase inhibition
leading to altered amphibian
metamorphosis

MIE 279 Thyroperoxidase, Inhibition

KE 277 Thyroid hormone synthesis, Decreased
KE 281 Thyroxine (T4) in serum, Decreased

KE 1093 Decreased, Thyroxine (T4) in tissues

KE 1116 Decreased, Triiodothyronine (T3) in tissues

A0 1101 Altered, Amphibian metamorphosis

SAOP#123-31-9jpg

Hydroquinone

Anticoagulant rodenticide
inhibition of vitamin K epoxide

reductase resulting coagulopathy

and hemorrhage

MIE 1134 Irreversible inhibition of hepatic VKOR by binding
of AR at tyrosine 139, Failure to cycle vitamin K epoxide to
vitamin K to form vitamin K hydroguinone

MIE 1138 Uncoupling of oxidative phosphorylation, Reduced

abilty to generate ATP

MIE 1169 Anticoagulant rodenticide interferes with
carboxylation of Gla proteins in bone, Impaiment of post-
translational modification (carboxylation) of osteocalcin

KE 1122 Under carboxylated clotting factors will not assemble on cell surfaces to
form clot, Failure of secondary hemostasis

KE 1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)
KE 1131 Failure in gamma-glutamyl carboxylation of clotting factors Il Vil IX and
X, Under carboxylation of clotting factors (e.g., des-gamma-carboxy prothrombin)
KE 1132 Blood loss and development of anemia, Impaired oxygen delivery and
nutrient delivery to tissue, impaired carbon dioxide and waste product removal

KE 1133 Hemostasis, Depletion from blood of fully functional carboxylated clotting
factors

KE 1135 Reduced fitness or even mortality, Acidosis, hypovolemic shock and organ

A0 1136 Impaired recruitment , Population trajectory

SAOPW123-31-9jpg

dysfunction
KE 1151 Osteoporosis and vascular calcification, Bone deterioration

RE TT82 Tncrease, Cel Prolferation (Eprherial Cers)
KE 1183 Decreased, Apoptosis (Epithelial Cells)

KE 177 N/A, Mitochondrial dysfunction 1

KE 1088 Increased, Oxidative Stress

KE 1187 Increased, ER binding to DNA (classical pathway)

KE 1188 Increased, R binding to TF. to DNA (non-classical pathway)
KE 1189 Increased, Proliferation (Endothelial cells)

KE 1190 Increased, Migration (Endothelial Cells)

KE 1191 Increased, Non-genomic signaling

KE 1192 Increased, Ductal Hyperplasia

KE 1194 Increase, DNA damage

KE 1195 modulation, Extracellular Matrix Composition

KE 1196 Increased, Invasion

KE 1197 Activation, Fibroblasts

KE 1198 Activation, Macrophages

KE 1213 Increased, Angiogenesis

KE 1239 Altered, Gene Expression

KE 1240 Altered, Protein Production

KE 1241 Increased, Motility

Esti tor activat
Hydroquinone 200 SH1ogen recepor actvation | \ig 1181 Activation, Estrogen receptor A0 1193 N/A, Breast Cancer - SAOPW123-31-9)pg
leading to breast cancer
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471Inhibition FoxAZInhibition FoxA2
178Decreased Mitochondrialfatyacidbeta-oxidation
472DownRegulation CPT1A

474DownRegulation HMGCS2

462UpRegulation SCD-1

54UpRegulation,CD36

465increased FAInflux

477Decreased Ketogenesis
454increased,Trglycerideformation

327Accumulation Fattyacid
e ity \ps.
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bty ik 50 245 Activation, PXR/SXR hty wiki t5/245 459 Increased, Liver Steatosis
NRII2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis | P~/ 20Pkiorg/aops/t ctivation, PXR/S ipsi//aopwiki.org/events/: o
Ayl hydrocarbon receptor activation leading to early lfe stage mortaity,
via reduced VEGF

Estrogen receptor activation leading to breast cancer

_150_graphical_representation_March 2
944dimerization AHR/ARNT

https://aopwiki org/aops/150 18 Activation, AhR HIF1-alpha
948reducedproduction,VEGF
1
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Indium arsenide 1303113 AOP Links: 60, 150, 200

947 Increase, Early Life Stage Mortality

tpsia

wikiorg/system/dragonfly/production/2016/11/

https://aopwiki org/aops/200 1181 Activation, Estrogen receptor 181 R

1193 N/A, Breast Cancer

317Altered Cardiovasculardevelopment/function

1182Increase, CellProliferation(EpithelialCells)

1183Decreased Apoptosis(EpithelialCells)

177N/AMitochondrialdysfunction1

1088Increased OxidativeStress

1187Increased ERbindingtoDNA(classicalpathway)

1

1189Increased Proliferation(Endotheliacells)
I

Indium nitride 25617-98-5 No AOPs available . -
TXSID7067112#exec sum

1182 Increase, Cell Proliferation (pithelial Cells
1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (cassical pathway)

1188 Increased, ER binding to TF. to DNA (non-classical pathway)
1189 Increased, Proliferation (Endothelial cells)

1190 Increased, Migration (Endothelial Cells)

1191 Increased, Non-genormic signaling

1192 Increased, Ductal Hyperplasia ttps://aopwikicro/system/dragonfly/production/2016/11,
1194 Increase, DNA damage 1193 N/A, Breast Cancer /116A0p-200j0G

1195 modulation, Extracellular Matix Composition
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 482Decreased DHBA/HSD1784
451Inhibition Mitochondialfattyacidbeta-oxidation
483Activation,LXRalpha

878Inhibition SREBPTC.

478Activation NRF2 879Activation MTTP

479Activation NR1H4 880Increased ApoB100

964 Inhibition of Aromatase Enzyme, Chemical exposure during 881Increased Triglyceride

critical window of estrous cycle between diestrus 2 and proestrus 458Increased DeNovoF Asynthesis

inhibits aromatase conversion of testosterone to_ estradiol
1

https://aopwiki org/events/478

NFE2L2/FXR activation leading to hepatic steatosis itpes b ey ventefi7o

https://aopwiki org/aops/61

Aromatase. Inhibition leading to Ovulation Inhibition and Decreased
Fertiity in Female Rats 153

459 Increased, Liver Steatosis
972 Decreased fertility, Reduced number of oocytes ovulated
1136 Impaired recruitment, Population trajectory
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b £ AOP 12 Chronic binding of antagonist to N-methyl-D-a: KE D d, Cal fl
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116 Decreased, Triodothyronine (T3) in tissues
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No AOPs avalable amphibian metamorph MIE 1002 Inhibition, Deiocinase 2 461 DNA double-strand break A0 1101 Altered, Amphibian metamorphosis
253 MLL chromosomal translo
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o 517 Decrease, Photosystem I activty
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ed growth reduction 476 Decrease, Glycolysis
) Decrease, Mitochondrial ATP production
154 Increased, Triiodothyronine (T3) in tissues
191 Type Ill iodotyrosine deiodinase (DIO3) inhibition leading to altered v
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53 Inhibition, Deiodinase ase, Oxidative phosphorylation ered, Amphibian metamorphosis
No AOPs avalable 153 Inhibition, Deioci < Oidatvephesphonto A0 1101 Altered, Amphibian metamorph
. , . . ase, Mitochondrial ATP production
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No AOPs available

36 Peroxisomal Fatty Acid Beta-Oxidation Inhibition Leading to Steatosis

MIE 231 Decreased, PPAR-alpha activation
MIE 232 Decreased, PPAR-beta activation

KE 327 Accumulation, Fatty acid
KE 140 Decreased, HSD17B10 expression

KE 179 Decreased, Mitochondrial fatty acid beta-oxidation

‘oA dehydrogenase type-2 activity

KE 8 Decreased, 3-hydroryacyl

KE 1012 Increased, Inhibitory postsynaptic potential

A0 459 Increased, Liver Steatosis

Methanol 67-56-1 No AOPs available hitps: . -

Methyl cellosolve acetate

No AOPs available

13

12 Chronic binding of antagonist to N-methyi
(NMDARS) during brain development leads to neurodegeneration with

artate recept

=D impairment in learning and memory in aging
13 Chronic binding of antagonist to N-methyl-D-:
(NMDARS) during brain development induces impairment of learing and
memory abilities

artate recept

MIE 201 Binding of antagonist, NMDA receptors

MIE 201 Binding of antagonist, NMDA receptors

KE 195 Inhibition, NMDARS.
KE 52 Decreased, Calcium influx
KE 381 Reduced levels of BONF
KE 55 N/A, Cel injury/s
KE 188 N/A, Neuroinflammation

KE 52 Decreased, Calcium influx
KE 195 Inhibition, NMDARS

KE 381 Reduced levels of BONF

KE 382 Aberrant, Dendritic morphology

KE 385 Decrease of synaptogenesis

KE 386 Decrease of neuronal network function

KE 383 Reduced, Presynaptic release of glutamate
KE 55 N/A, Cel iniurv/s

A0 352 N/A, Neurodegeneration N/A, Neurodegeneration
8 AO 341 Impairment, Learning and memory

A 341 Impairment, Learning and memory

Methyl formate

107:31

No AOPs available
12

13

12 Chronic binding of antagonist to N-methyl-D-
(NMDARS) during brain development leads to neurodegeneration with

artate recept

TXSIDS025609¢ exec_sum

impairment in leaming and memory in aging
13 Chronic binding of antagonist to N-methyl-D-aspartate re
(NMDARS) during brain development induces impairment of learing and

memory abilities

MIE 201 Binding of antagonist, NMDA re

MIE 201 Binding of antagonist, NMDA receptors

OX21_Hs

jonist_ch2

KE 195 Inhibition, NMDARS.
KE 52 Decreased, Calcium influx
KE 381 Reduced levels of BONF
KE 55 N/A, Cel injury/s
KE 188 N/A, Neuroinflammation

KE 52 Decreased, Calcium influx
KE 195 Inhibition, NMDARS

KE 381 Reduced levels of BDNF

KE 382 Aberrant, Dendritic morphology
KE 385 Decrease of sy

ptogenesis
KE 386 Decrease of neuronal network function
KE 383 Reduced, Presynaptic release of glutamate
KE 55 N/A, Cell iniurv/death

A0 352 N/A, Neurodegeneration N/A, Neurodegeneration
8 AO 341 Impairment, Learning and memory

A0 341 Impairment, Learning and memory

SAOPWI07-31-3jpg

Methyl isobutyl ketone

108-10-1

AOP Links: 12, 13, 60

XSIDS021889# exec sum

NRII2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis

hitps://aopwikiorg!/

ps/60

245 Activation, PXR/SXR

https://aopwiki org/events/245

471 Inhibition, FoxA2 Inhibition, FoxA2
179 Decreased, Mitochondrial fatty acid beta-oxidation
472 Down Regulation, CPT1A

474 Down Regulation, HMGCS2

462 Up Regulation, SCD-1

54 Up Regulation, CD36

465 Increased, FA Influx

477 Decreased, Ketogenesis

454 Increased, Triglyceride formation

327 Accumulation, Fatty acid

459 Increased, Liver Steatosis

SAOPH108-10-1p

Methyl-2-hydroxy isobutyrate

No AOPs available

12 Chronic binding of antagonist to N-methyl-D-aspartate receptor
(NMDARS) during brain development leads to

TXSIDS062184#exec sum

impairment in leaming and memory i aging
13 Chronic binding of antagonist to N-methyl-D-aspartate receptor
(NMDARS) during brain development induces imy
memory abilities

MIE 201 Binding of antagonist, NMDA receptors

MIE 201 Binding of antagonist, NMDA receptors

KE 195 Inhibition, NMDARS.
KE 52 Decreased, Calcium influx
KE 381 Reduced levels of BDNF
KE 55 N/A, Cell injury/de:
KE 188 N/A, Neuroinflammation

KE 52 Decreased, Calcium influx
KE 195 Inhibition, NMDARS

KE 381 Reduced levels of BONF

KE 382 Aberrant, Dendritic morphology
KE 385 Decrease of

naptogenesis
KE 386 Decrease of neuronal network function
KE 383 Reduced, Presynaptic release of glutamate
KE 55 N/A, Cell injury/death

A0 352 N/A, Neurodegeneration N/A, Neurodegeneration
8 AO 341 Impairment, Learning and memory

|AO 341 Impairment, Learning and memory

Methyl-3-methoxy propionate

AOP Links: 12, 13, 200

XSID3052060# exec sum

Estrogen receptor activation leading to breast cancer

hitps://aopwikiorg/aops/200

1181 Activation, Estrogen receptor

hitps://aopwikiorg/events/1181

1182 Increase, Cell Proliferation (Epithelial Cells)
1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (classical pathway)

1188 Increased, ER binding to TF. to DNA (non-classical pathway)
1189 Increased, Proliferation (Endothelial cell)

1190 Increased, Migration (Endothelial Cells)

1191 Increased, Non-genomic signaling

1192 Increased, Ductal Hyperplasia

1194 Increase, DNA damage

1195 modulation, Extracellular Matrix Composition

1196 Increased, Invasion

1242 Increased, Second Messenger Production

1193 N/A, Breast Cancer
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via. reduced VEGF
Anticoagulant rodenticide inhibition of vitamin K eporide reductase
resulting coagulopathy and hemorrhage
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459 Increased, Liver Steatosis
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Estrogen receptor activation
leading to breast cancer

MIE 1181 Activation, Estrogen receptor

RE 1762 Terease, Cell Pronferation [Epinenal Ceisy
KE 1183 Decreased, Apoptosis (Epithelial Cells)

KE 177 N/A, Mitochondrial dysfunction 1

KE 1088 Increased, Oxidative Stress

KE 1187 Increased, ER binding to DNA (classical pathway)

KE 1188 Increased, ER binding to TF. to DNA (non-classical pathway)
KE 1189 Increased, Proliferation (Endothelial cells)

KE 1190 Increased, Migration (Endothelial Cells)

KE 1191 Increased, Non-genomic signaling

KE 1192 Increased, Ductal Hyperplasia

KE 1194 Increase, DNA damage

KE 1195 modulation, Extracellular Matrix Composition

KE 1196 Increased, Invasion

KE 1197 Activation, Fibroblasts

KE 1198 Activation, Macrophages

KE 1213 Increased, Angiogenesis

KE 1239 Altered, Gene Expression

KE 1240 Altered, Protein Production

KE 1241 Increased, Motilty

|AO 1193 N/A, Breast Cancer
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1194 Increase, DNA damage
1195 modulation, Extracellular Matix Composition
1196 Increased, Invasion

1197 Activation, Fibroblasts

1198 Activation, Macrophages
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1239 Altered, Gene Expression

1240 Altered, Protein Production

1241 Increased, Motilty

1242 Increased, Second Messenger Production
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Nitilotriaceic acid

139-13.9

AOP Links: 187, 200

Anticoagulant rodenticide
inhibition of vitamin K epoxide
reductase resulting coagulopathy
and hemorrhage

MIE 1134 Irreversible inhibition of hepatic VKOR by binding
of AR at tyrosine 139, Failure to cycle vitamin K epoxide to
vitamin K to form vitamin K hydroguinone

MIE 1138 Uncoupling of oxidative phosphorylation, Reduced
ability to generate ATP

MIE 1169 Anticoagulant rodenticide interferes with
carboxylation of Gla proteins in bone, Impairment of post-
translational modification (carboxylation) of osteocalcin

KE 1122 Under carboxylated clotting factors will not assemble on cell surfaces to
form clot, Failure of secondary hemostasis

KE 1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)
KE 1131 Failure in gamma-glutamyl carboxylation of clotting factors Il Vil IX and
X, Under carboxylation of clotting factors (e.g. des-gamma-carboxy prothrombin)
KE 1132 Blood loss and development of anemia, Impaired oxygen delivery and
nutrient delivery to tissue, impaired carbon dioxide and waste product removal

KE 1133 Hemostasis, Depletion from blood of fully functional carboxylated clotting
factors

KE 1135 Reduced fitness or even mortality, Acidosis, hypovolemic shock and organ
dysfunction

KE 1151 Osteoporosis and vascular calcification, Bone deterioration

A0 1136 Impaired recruitment , Population trajectory
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Estrogen receptor activation
leading to breast cancer

MIE 1181 Activation, Estrogen receptor

RE 1762 Terease, Cell Pronferation [Epinenal Ceisy
KE 1183 Decreased, Apoptosis (Epithelial Cells)

KE 177 N/A, Mitochondrial dysfunction 1

KE 1088 Increased, Oxidative Stress

KE 1187 Increased, ER binding to DNA (classical pathway)

KE 1188 Increased, ER binding to TF. to DNA (non-classical pathway)
KE 1189 Increased, Proliferation (Endothelial cells)

KE 1190 Increased, Migration (Endothelial Cells

KE 1191 Increased, Non-genomic signaling

KE 1192 Increased, Ductal Hyperplasia

KE 1194 Increase, DNA damage

KE 1195 modulation, Extracellular Matrix Composition

KE 1196 Increased, Invasion

KE 1197 Activation, Fibroblasts

KE 1198 Activation, Macrophages

KE 1213 Increased, Angiogenesis

KE 1239 Altered, Gene Expression

KE 1240 Altered, Protein Production

KE 1241 Increased, Motilty

|AO 1193 N/A, Breast Cancer
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AOP Links: 187, 200

Anticoagulant rodenticide inhibition of vitamin K epoxide reductase
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resulting coagulopathy and hemorrhage

Estrogen receptor activation leading to breast cancer

https://aopwiki org/aops/187

https://aopwiki org/aops/200

1134 Ireversible inhibition of hepatic VKOR by binding of AR at
tyrosine 139, Failure to cycle vitamin K epoxide to vitamin K to
form vitamin K hydroquinone

1138 Uncoupling of oxidative phosphorylation, Reduced ability to
generate ATP

1169 Anticoagulant rodenticide interferes with carboxylation of Gla
proteins in bone, Impairment of post-translational modification
(carboxylation) of osteacalcin

1181 Activation, Estrogen receptor

https://aopwiki org/events/1134
https://aopwikiorg/events/1138
https://aopwikiorg/events/1169

https://aopwiki org/events/1181

1122 Under carboxylated clotting factors will not assemble on cell surfaces (o form clot,
Failure of secondary hemostasis

1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)

1131 Failure in gamma-glutamyl carboxylation of clotting factors Il VIl X and X, Under
carboxylation of clotting factors (eg. des-gamma-carboxy prothrombin)

1132 Blood loss and development of anemia, Impaired oxygen delivery and nutrent
delivery totissue, impaired carbon dioxide and waste product removal

1133 Hemostasis, Depletion from blood of fully functional carboxylated clotting factors
1135 Reduced fitness or even mortality, Acidosis, hypovolemic shock and organ dysfunction
1151 Osteoporosis and vascular calcfication, Bone deterioration

1182 Increase, Cell Proliferation (Epithelial Cells
1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (dassical pathway)

1188 Increased, ER binding to T/F. to DNA (non-classical pathway)
1189 Increased, Proliferation (Endothelial cell)

1190 Increased, Migration (Endothelial Cells)

1191 Increased, Non-genormic signaling

1192 Increased, Ductal Hyperplasia

1194 Increase, DNA damage

1195 modulation, Extracellular Matix Composition

1196 Increased, Invasion

1197 Activation_ Fibroblasts

1136 Impaired recruitment, Population trajectory

1193 N/A, Breast Cancer
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Nitrogen trifluoride

7783-54-2

No AOPs available
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294 Increased reactive oxygen and nitrogen species (RONS) leading to
increased risk of breast cancer

MIE 1632 Increase in reactive oxygen and nitrogen species (RONS)

Increase, Cell Proliferation (Epithelial Cell]
Tissue resident cell activation

Increased Pro-inflammatory mediators

recruitment/activation

A0 1194 Increase, DNA damage
A 185 Increase, Mutations
A0 1192 Increased, Ductal Hyperplasia
|AO 1193 N/A, Breast Cancer

Nitrous oxide
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No AOPs available
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N-Methyl-2-pyrrolidone
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AOP Links: 12, 13,153
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Aromatase Inhibition leading to Ovulation Inhibition and Decreased
Fertiity in Female Rats

hitpsi//aopwiki org/aops/153

964 Inhibition of Aromatase Enzyme, Chemical exposure during
ritcal window of estrous cycle between diestrus 2 and proestrus
inhibits aromatase conversion of testosterone to estradiol

si/aopwiki.orglevents/964

965 reduction in ovarian granulosa cells synthesis of estradiol, Reduced steroidogenic
production of estradiol in granulosa cells

966 Reduced Estradiol in Circulation, Reduced steraidogenic production of estradiol in
granulosa cell leading to decreased estradiol in ciculation

967 Decreased positive estrogenic feedback on hypothalamus, Reduced estradiol in
irculation decreases estrogen concentration at hypothalamus.

968 Decreased Kisspeptin release from neurons in AVPV, Decreased hypothalamic estrogen
educes kisspeptineric neuron response

969 Decreased GRH Release, Decreased Kisspeptin stimulation of GRH neurons

970 Decreased LH release from Anterior Pituitary, Decreased GnRH stimulation of Anterior
Pituitary Gonadotrophs

971 Ovulation of oocytes Reduced, Delayed, or Blocked, Decrease or delay in LH surge
required for ovulation

972 Decreased fertilty, Reduced number of oocytes ovulated
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No AOPs available
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No AOPs available
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Octamethyltrisilosane
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AOP Links: 60
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NRII2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis

hitps://aopwikiorg/aops/6C

245 Activation, PXR/SKR

hitps://aopwiki org/events/245

471 Inhibition, FoxA2 Inhibition, FoxA2
179 Decreased, Mitochondrial fatty acid beta-oxidation
472 Down Regulation, CPT1A

474 Down Regulation, HMGCS2

462 Up Regulation, SCD-1

54 Up Regulation, CD36

465 Increased, FA Influx

477 Decreased, Ketogenesis

454 Increased, Triglyceride formation

327 Accumulation, Fatty acid

450 Increased, Liver Steatosis
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No AOPs available
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Pentaborane
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No AOPs available
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Pentaerythritol triacrylate

3524683

AP Links: 36, 43, 58, 59, 60, 61, 66,
107, 150, 153, 163, 187, 200
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Peroxisomal Fatty Acid Beta-Oxidation Inhibition Leaing to Steatosis
Distuption. of VEGFR Signaling Leacing to Developmental Defects

NR13 (CAR) suppression leading to hepaic steatosis

HNFdalpha suppression leading to hepatic steatosis

NR1I2. (Pregnane X Receptor, PXR) actvaton leading o hepatic steatosis
NFE2LO/FXR. activation leading to hepatic steatos's

Modulation of Adult Leydig Cell Function Subsequent Glucocorticoid
Activation in the Fetal Testis

Consttutive.androstane receptor activation leading to hepatocellular
adenomas and. carcinomas in the mouse and the rat

Aryl hydrocarbon receptor activation leading to eary e stage mortalty,
via reduced VEGF

Aromatase. Inhibition leading to Ovulation Inhibition and Decreased
Fertity in Female Rats

PPARgamma  activation leading to sarcomas in rats, mice, and hamsters
Anticoagulant rodenticide inhibition of vitamin K epoxide reductase
resulting coagulopathy and hemorhage

Estrogen receptor activation leading to breast cancer

httpsi//aopwiki org/aops/36

231Decreased PPAR-alphaactivation
232Decreased PPAR-betaactivation

233Decreased PPAR-gammaactivation

305 Inhibition, VegfR2

456Suppression Constitutiveandrostanereceptor,NR 113
468Inhibition PPARalpha

167Activation XR

httpsi//aopwiki org/aops/58
httpsi//aopwiki org/aops/59

461 Suppression, HNFdalpha
245 Activation, PXR/SXR
NRF2

NR1H4

https://aopwiki org/aops/107

https://aopwiki org/aops/163
https://aopwiki org/aops/187
https://aopwiki org/aops/200

715 Activation, Constitutive androstane receptor
18 Activation, AhR

964 Inhibition of Aromatase Enzyme, Chemical exposure during
critical window of estrous cycle between diestrus 2 and proestrus
inhibits aromatase conversion of testosterone to_estradiol

1028 Activation of specific.nuclear receptors, PPAR-gamma
activation

1
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327Accumulation FattyacidAccumulation Fattyacid
HSD1

oxidation
8Decreased,3-hydroxyacyl-CoAdehydrogenasetype-2activity
28Reduction Angiogenesis

110impairment Endothelialnetwork
298InsufficiencyVascular

457Activation SREBF1

66Activation ChREBP

458Increased DeNovoF Asynthesis
454increasedTriglycerideformation

54UpRegulation,CD36

462UpRegulation SCD-1

463UpRegulation, FAS

451Inhibition Mitochondialfattyacidbeta-oxidation
327Accumulation Fattyaci

| 470UpRegulation Acetyl-CoAcarboxylase-1(ACC-1)
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471Inhibition FoxA2Inhibition FoxA2
179Decreased Mitochondrialfattyacidbeta-oxidation
472DownRegulation CPT1A
474DownRegulation HMGCS2

D-1

459 Increased, Liver Steatosis
1001 Increased, Developmental Defects
459 Increased, Liver Steatosis

459 Increased, Liver Steatosis
459 Increased, Liver Steatosis

719 Increase, Adenomas/carcinomas (hepatocellular)
947 Increase, Early Life Stage Mortality
972 Decreased fertility, Reduced number of oocytes ovulated

1136 Impaired recruitment, Population trajectory
1193 N/A, Breast Cancer
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Distuption of VEGFR Signaling Leacing to Developmental Defects
NR13. (CAR) suppression leading to hepatic steatosis
NR1I2. (Pregnane X Receptor, PXR) activaton leading to hepatic steatosis

305 Inhibition, VegfR2
456Suppression Constitutiveandrostanereceptor NR 113
468Inhibition PPARalpha

167Activation LXR

245 Activation, PXR/SXR

https://aopwiki org/events/456

Modulation of Adult Leydig Cell Function Subsequent
Activation in the Fetal Testis

Cyclooxygenase  inhibition leading to reproductive dysfunction via
interference with spindle assembly checkpoint

https://aopwiki org/aops/S8

https://aopwiki org/events/ 167

https://aopwiki org/events/245

28Reduction Angiogenesis
110impairment Endothelilnetwork
298InsufficiencyVascular

457Activation SREBF1

66Activation CHREBP

458Increased,DeNovoF Asynthesis

454increased Triglycerideformation
54UpRegulation,CD36

462UpRegulation SCD-1

463UpRegulation, FAS.

45 1inhibition Mitochondialfattyacidbeta-oxidation
327Accumulation Fattyacid

1001 Increased, Developmental Defects
459 Increased, Liver Steatosis
459 Increased, Liver Steatosis
505 Decreased sperm quantity / quality in the adult, Decreased fertility
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458 Increased, De Novo FA synthesis
454 Increased, Triglyceride formation
54 Up Regulation, CD36
462 Up Regulation, SCD-1
463 Up Regulation, FAS
451 Inhibition, Mitochondrial fatty acid beta-oxidation
456 Suppression, Constitutive androstane receptor, NR1I3 iiors Fatty acid
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1088 Increased, Oxidative Stress
1187 Increased, ER binding to DNA (classical pathway)
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Piperazine

110-85-0

AOP Links: 107, 187, 200
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Consttutive androstane receptor activation leading to hepatocellular
adenomas and carcinomas in the mouse and the rat

=D Anticoagulant rodenticide inhibition of vitamin K epoxide reductase

resulting coagulopathy and hemorrhage

Estrogen receptor activation leading to breast cancer

hitps://aopwikiorg/aops/

hitps://aopwikiorg/aops/187

hitps://aopwiki org/aops/20

715 Activation, Constitutive androstane receptor

1134 Ieversible inhibition of hepatic VKOR by binding of AR at
tyrosine 139, Failure to cycle vitamin K epoxide to vitamin K to
form vitamin K hydroquinone

1138 Uncoupling of oxidative phosphorylation, Reduced ability to
generate ATP

1169 Anticoagulant rodenticide interferes with carboxylation of Gla
proteins in bone, Impairment of post-translational modification
(carboxylation) of osteacalcin

1181 Activation, Estrogen receptor

hitps:

/aopwikiorg:
/aopwikiorg:
/aopwikiorg:
/aopwikiorg:
/aopwikiorg:

events/715

events/1138

events/1169

events/1181

1214 Altered gene expression specific to CAR activation, Hepatocytes

716 Increase, Mitogenic cell prolferation (hepatocytes)

774 Increase, Preneoplastic foci (hepatocytes)

1122 Under carboxylated clotting factors will not assemble on cell surfaces to form clot,
Failure of secondary hemostasis

1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)

1131 Failure in gamma-glutamyl carboxylation of clotting factors Il Vil X and X, Under
carboxylation of clotting factors (e, des-gamma-carboxy prothrombin)

1132 Blood loss and development of anemia, Impaired oxygen delivery and nutrent
delivery to tissue, impaired carbon dioxide and waste product removal

1133 Hemostasis, Depletion from blood of fully functional carboxylated dlotting factors
1135 Reduced fitness or even mortality, Acidosis, hypovolemic shock and organ dysfunction
1151 Osteoporosis and vascular calcfication, Bone deterioration

1182 Increase, Cell Proliferation (Epithelial Cells

1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (dassical pathway)

1188 Increased, ER binding to T/F. to DNA (non-classical pathway)

1189 Increased, Proliferation (Endothelial cell)

1190 Increased, Migration (Endothelial Cells)

1191 Increased, Non-genormic signaling

1192 Increased, Ductal Hyperplasia

1194 Increase, DNA damage

1195 modulation Estracellular Matrix Combosition

719 Increase, Adenomas/carcinomas (hepatocellular)
1136 Impaired recruitment, Population trajectory

1193 N/A, Breast Cancer
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Platinum, soluble salts

7440-06-4

No AOPs available
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27 Cholestatic Liver Injury induced by Inhi
Pump (ABCB11)

bition of the Bile Salt Export

41 Inhibition, Bile Salt Export Pump (ABCB11

ion of specific nuclear receptors, Transcriptional change

14 Bile accumulation, Pathological condition

n, Reactive oxygen species

Peptide Oridation

A0 357 Cholestas

Pathology

Polyethylene giycol

25302.68-3

No AOPs available

TXSID4027862 ¢ exec sum

Polyethylene polypropylene glycol

9003-11-6

AOP Links: 60, 187

https:

XSIDA04TS97 #exec_sum

NRII2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis

Anticoagulant rodenticide inhibition of vitamin K epoxide reductase
resulting coagulopathy and hemorrhage

hitps://aopwiki org/aops/60

hitps://aopwiki org/aops/187

245 Activation, PXR/SXR

1134 Ireversible inhibition of hepatic VKOR by binding of AR at
tyrosine 139, Failure to cycle vitamin K epoxide to vitamin K to
form vitamin K hydrogquinone

1138 Uncoupling of oxidative phosphorylation, Reduced ability to
generate ATP

1169 Anticoagulant rodenticide interferes with carboxylation of Gla
proteins in bone, Impairment of post-translational modification
(carboxylation) of osteacalcin

pwikiorg

pwikiorg
pwikiorg
pwikiorg

vents/245

events/1134
vents/1138

vents/1169

471 Inhibition, FoxA2 Inhibition, FoxA2

179 Decreased, Mitochondrial fatty acid beta-oxidation

472 Down Regulation, CPTIA

474 Down Regulation, HMGCS2

462 Up Regulation, SCD-1

54 Up Regulation, CD36

465 Increased, FA Influx

477 Decreased, Ketogenesis

454 Increased, Triglyceride formation

327 Accumulation, Fatty acid

1122 Under carboxylated clotting factors will not assemble on cell surfaces to form clot,
Failure of secondary hemostasis

1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)

1131 Failure in gamma-glutamyl carboxylation of clotting factors Il VIl X and X, Under
carboxylation of clotting factors (eg. des-gamma-carboxy prothrombin)

1132 Blood loss and development of anemia, Impaired oxygen delivery and nutrient
delivery to tissue, impaired carbon dioxide and waste product removal

1133 Hemostasis, Depletion from blood of fully functional carboxylated clotting factors
1135 Reduced fitness or even mortality, Acidosis, hypovolemic shock and organ dysfunction
1151 Osteoporosis and vascular calcfication, Bone deterioration

459 Increased, Liver Steatosis

1136 Impaired recruitment, Population trajectory

SAOPWI003-11-6pg

Potassium dichromate

1778-50-9

AOP Links: 36, 61, 66, 107, 153,
163, 187, 200

Peroxisomal Fatty Acid Beta-
Oxidation Inhibition Leading to
Steatosis

MIE 231 Decreased, PPAR-alpha activation
MIE 232 Decreased, PPAR-beta activation
MIE 233 Decreased, PPAR-gamma activation

KE 327 Accumulation, Fatty acid
KE 140 Decreased, HSD17B10 expression
KE 179 Decreased, Mitochondrial fatty acid beta-oxidation

|AO 459 Increased, Liver Steatosis

SAOPWTT78-50-9pg

Potassium dichromate

NFE2L2/FXR activation leading to
hepatic steatosis

MIE 478 Activation, NRF2
MIE 479 Activation, NR1H4

e tve-2 activity
KE 480 Activation, SHP

KE 227 Activation, PPARG:

KE 482 Decreased, DHB4/HSD1784

KE 451 Inhibition, Mitochondrial fatty acid beta-oxidation
KE 483 Activation, LXR alpha

KE 878 Inhibition, SREBP1c

KE 879 Activation, MTTP

KE 880 Increased, ApoB100

KE 881 Increased, Triglyceride.

KE 458 Increaced_De Nown FA sunthesic

|AO 459 Increased, Liver Steatosis

50-9jpg

Potassium dichromate

Modulation of Adult Leydig Cell
Function Subsequent
Glucocorticoid Activation in the
Fetal Testis

MIE 653 Decreased testosterane by the fetal Leydig cells
Increased corticosterone

MIE 654 Decreased testosterane by the fetal Leydig cells
Activation by other glucocorticoid receptor agonists

KE 655 Decreased testosterone by the fetal Leydig cell, Increased COUP-TFIl in
fetal Leydig cells

KE 656 Decreased number and function of adult Leydig cells, Decreased COUP-TFII
stem Leydig cells

KE 657 Decreased testosterone by the fetal Leydig cells, Dysgenesis of fetal Leydig
cellc

A0 505 Decreased sperm quantity / quality in the adult, Decreased fertiity

SAOPWITTE-50-9)pg

Potassium dichromate

107

Constitutive androstane receptor
activation leading to
hepatocellular adenomas and
carcinomas in the mouse and the
rat

MIE 715 Activation, Constitutive androstane receptor

KE 1214 Altered gene expression specific to CAR activation, Hepatocytes
KE 716 Increase, Mitogenic cell proliferation (hepatocytes)
KE 774 Increase, Preneoplastic foci (hepatocytes)

[AO 719 Increase, Adenomas/carcinomas (hepatocellular)

SAOPHTTTE-50-9)pg

Potassium dichromate

153

Aromatase Inhibition leading to
Ovulation Inhibition and
Decreased Fertlty in Female Rats

MIE 964 Inhibition of Aromatase Enzyme, Chemical exposure
during critical window of estrous cycle between diestrus 2
and proestrus inhibits aromatase conversion of testosterone
o estradiol

KE 965 reduction in ovarian granulosa cells synthesTs of estradiol, Reduced
production of estradiol in granulosa cells

KE 966 Reduced Estradiol in Circulation, Reduced steroidogenic production of
estradiol in granulosa cells leading to decreased estradiol in circulation

KE 967 Decreased positive estrogenic feedback on hypothalamus, Reduced
estradiol in circulation decreases estrogen concentration at hypothalamus

KE 968 Decreased Kisspeptin release from neurons in AVPV, Decreased
hypothalamic estrogen reduces kisspeptinergic neuron response

KE 969 Decreased GnRH Release, Decreased Kisspeptin stimulation of GnRH
neurons

KE 970 Decreased LH release from Anterior Pituitary, Decreased GnRH stimulation
of Anterior Pituitary Gonadotrophs

KE 971 Ovulation of 0ocytes Reduced, Delayed, or Blocked, Decrease or delay in LH

i T o

|AO 972 Decreased fertility, Reduced number of oocytes ovulated

SAOPWTT78-50-9]pg

Potassium dichromate

163

PPARgamma activation leading
to sarcomas in rats, mice, and
hamsters

MIE 1028 Activation of specific nuclear receptors, PPAR-
gamma activation

TKE 1029 Increased, adipogenesis

KE 1032 Increased, secretion of local growth factors
KE 1033 Increased, proliferation of mesenchymal cells
KE 1034 Increased, IGF-1 (mouse)

KE 1035 Increased, Firbrosarcoma

KE 1036 Increased, liposarcoma

KE 1037 Increased

SAOPHTTTE-50-9)pg

Potassium dichromate

187

Anticoagulant rodenticide
inhibition of vitamin K epoxide
reductase resulting coagulopathy
and hemorrhage

MIE 1134 Irreversible inhibition of hepatic VKOR by binding
of AR at tyrosine 139, Failure to cycle vitamin K epoxide to
vitamin K to form vitamin K hydroquinone

MIE 1138 Uncoupling of oxidative phosphorylation, Reduced
ability to generate ATP

MIE 1169 Anticoagulant rodenticide interferes with
carboxylation of Gla proteins in bone, Impairment of post-
translational modification (carboxylation) of osteocalcin

KE 1122 Under carboxylated clotting factors will not assemble on cell surfaces to
form clot, Failure of secondary hemostasis

KE 1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)
KE 1131 Failure in gamma-glutamyl carboxylation of clotting factors Il, Il IX and
X, Under carboxylation of clotting factors (e.g., des-gamma-carboxy prothrombin)
KE 1132 Blood loss and development of anemia, Impaired oxygen delivery and
nutrient delivery to tissue, impaired carbon dioxide and waste product removal

KE 1133 Hemostasis, Depletion from blood of fully functional carboxylated clotting
factors

KE 1135 Reduced fitness or even mortaliy, Acidosis, hypovolemic shock and organ
dysfunction

KE 1151 Osteoporosis and vascular calcfication, Bone deterioration

AO 1136 Impaired recruitment , Population trajectory

SAOPHTTT8-50-9jpg

Potassium dichromate

200

Estrogen receptor activation
leading to breast cancer

MIE 1181 Activation, Estrogen receptor

RE 1182 ncrease, Cell Proiferation (Epneral Cers)
KE 1183 Decreased, Apoptosis (Epithelial Cells)

KE 177 N/A, Mitochondrial dysfunction 1

KE 1088 Increased, Oxidative Stress

KE 1187 Increased, ER binding to DNA (classical pathway)

KE 1188 Increased, R binding to T to DNA (non-classical pathway)
KE 1189 Increased, Proliferation (Endothelial cells)

KE 1190 Increased, Migration (Endothelial Cells)

KE 1191 Increased, Non-genomic signaling

KE 1192 Increased, Ductal Hyperplasia

KE 1194 Increase, DNA damage

KE 1195 modulation, Extracellular Matrix Composition

KE 1196 Increased, Invasion

KE 1197 Activation, Fibroblasts

KE 1198 Activation, Macrophages

KE 1213 Increased, Angiogenesis

KE 1239 Altered, Gene Expression

KE 1240 Altered, Protein Production

KE 1241 Increased, Motilty

|AO 1193 N/A, Breast Cancer

SAOPWTT78-50-9)pg

Potassium hydroxide

1310583

No AOPs available

https:
TXSIDSO;

95 Ether-a-go-go (ERG) voltage-gated potassium channel inhibition

leading to reduced survival

585 Decreased, Sodium conductance 1

86 Reduced, swimming speed
587 Reduced,
KE 588 Increased, pr

eeding 1

A0 592 Reduced, survival
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1104 Decreased, Prostaglandin Falpha concentration, plasma
1105 Occurrence, renal ischemia
1097 Occurrence, renal proximal tubular necrosis

Propargyl alcohl 107-197 AOP Links: 177 s . Cyclooxygenase 1 (COX1) inhibition leading to renal failure and mortalty | htps.//aopiki org/aops/177 1103 Inhibition, Cyclooxygenase 1 actvity hitps//aopuiki org/events/1103 :‘:;: g:‘j::‘(:‘f;:‘:f’:;“x":m‘i"‘e"“"“”" ;Z: :;‘::i?‘lm’;“g‘
1088 Increased, Oxidative Stress
1096 Increased, blood uric acid concentration
1102 Occurrence, tophi (rate) deposition
Propyl 34.5-1s(16-diazo-56-dihydro-5-0x0-1 [ o AOPs avalable hipsi/co - - Carcinogenicity
naphthvisulohonvlloibenzoate T sum
Propylene 115071 No AOPs available Leomt sultstsearch -
TXSIDS021205 ex
Propylens glycol dimethylether 111109.7-4 No AOPs available e e -
TXSID0042327 Fexec sum
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471 Inhibition FoxAZinhibition FoxA2
178Decreased Mitochondrialfattyacidbeta-oxidation
472DownRegulation CPT1A
474DownRegulation HMGCS2
462UpReguation SCD-1
245 Activation, PXR/SXR 54UpRegulation (D36
465increased FAlnflux
one 477Decreased Ketogenesis
NR1I2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis Cogeenypas | 4SAncressed Triglycerdeformation
Maodulation of Adult Leydig Cell Function Subsequent Glucocorticoid ucocortcoidreceptoragonists e, 327Accumulation fattyacid oo oo/t dragonroducton 2015105/
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Aryl hydrocarbon receptor activation leading to early lfe stage mortalty, o 947 Increase, Early Life Stage Mortality oty AOP 150, St L epresentaton Mt 2
via reduced VEGF aopwikiorg/aops/ 187 one iki org/event 76increase Mitogeniccellprolferation(hepatocytes) 1136 Impaired recruitment, Population trajectory o AOR - HHareh-
Anticoagulant rodenticide inhibition of vitamin K epoxide reductase 38l srevent 774Increase Preneoplasticfoci(hepatocytes)
resulting coagulopathy and hemorhage teATP erareven 94ddimerization AHR/ARNT
94sreduceddimerization ARNT/HIF1-alpha
nsinbone Impairmentofpost- 948reducedproduction VEGF
translationalmodification{carboylationjofosteocalcin T10mpairment Endotheliainetuwork
317Altered Cardiovasculardevelopment/function
122l
ndaryhemostasis
v
v
Rhenium 7440155 No AOPs available s -
TXSID90B46BS Fexec sum
Rubidium 7440-17.7 No AOPs available ol -
TXSIDAOBA6B6 Fexec sum
Scandium 7440202 No AOPs available s -
TXSID906468Fexec sum
Scandium nitride 25764129 No AOPs available s -
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Selenium hexafluoride 7783791 No AOPs available ol -
TXSID00999041 Fevee sum
Selenourea 630104 No AOPs available < : -
TXSIDA024303 ¢ exec sum
s s /comptox epa gov/dashboardd: -
Silane 803-62:5 No AOPs available TXSID60S2534 exec sum
1122 Under carborylated clotting factors will not assemble on cell surfaces to form clof,
1134 Imeversible inhibition of hepatic VKOR by binding of AR at Failure of secondary hemostasis
tyrosine 139, Failure to cycle vitamin K epoide to vitamin K to 1130 Failure in vascular repair mechanisms, Unresolved blood loss (hemorrhage)
form vitamin K hycroquinone Moo orggeseny 31| 131 FaE in gammargiutamyl carbonyaton o coing factors I VI X and X, Under
. 7631.86.9 AOP Linke: 187 hitos/compiox pa gox/dashboar/dssoxc/esulsseatch=D) Anticoagulant odenticide inhibiion of vitamin K epoide recuctase s ot rg/aops 157 1138 Uncoupling of oxidative phosphontion, Reduced abify to. |5 P90 WA | carborylation of cloting factors (e, des-gammarcarboxy prthromoin 1136 Impaired recrutment, Populaton trajectory ORI 5500
12926-00-8 SID1029677exec sum resulting coagulopathy and hemorthage generate ATP Mot cragovantert o | 1132 Blood oss and development of anemia, Impaird oxygen delvry and nutiet
1169 Anticoagulant rodenticide interferes with carborylation of Gla ? delivery to issue, impaired carbon dioxide and waste product removal
proteins in bone, Impairment of post-translational modfication 1133 Hemostasis, Depletion from blood of fully functional carboxylated cloting factors
(carbonylation) of osteocalcin 135 Reduced fitness or even mortaliy, Acidosis, hypovolemic shock and organ dysfunction
1151 Osteoporosis and vascular cacification, Bone deterioration
7420213 xdbire:
Ee 12507374 o AOPs avallble TXSID00S1441 #exec sum -
oxdb/results seard
12033:60-2
Silicon nitride T No AOPs available pslicomptorepaga wdb/results?search=D)| B
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KE 1276 ROS formation
. KE 1279 Increase, Oxic on, PMK-1 P38 MAPK
wikiorg/stressors7utfB =% . X X -
» oLt https://comptox search=D| AOP 27 NADPH oxidase and P38 MAPK activation leading to reproductive KE 1280 Activation, HIF-1
Silver 7440.22-4 v 2 MIE 1174 Activation, NADPH Oxidase A0 1277 Reproductive failure

TXSID4024305exec_sum

failure in Caenorhabdits elegans

mage

amaging, Mitochondria

KE_1262 Apoptosis
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Sodium channel inhibition leading to reduced survival

r
KE 566 Reduce
KE 444 Increased, Atrioventricular block and bradycardia
KE 445 Respiratory distress/arrest

KE 590 N/A, hypoxia

KE 585 Decreased, Sodium conductance 1

35 Decreased, Sodium conductance 1

swimming speed

€ 599 prolonged, Depolarization of neuronal membrane
KE 6 vation, Neuronotransmitter release

Overact

KE 6

Overactivation, muscle contraction

A0 587 Reduced, feeding 1
A 588 Increased, predation
A0 592 Reduced, survival

93 sodium channel inhibii
94 S el iibion e o g el 584 nhibiton, socium channel KE 602 Increased, Aaxa, paralysis,or hyperactvty 0 201 oo amtions
Ao AOPs avalable § sseap| 6 Aenl sodum chomnl modaion edng o aete moraiy . o
Sodium hydroside 131032 o e e 134 Sodium lodide Symporter (NIS) Inhibition and Subsequent Adverse 598 modulation, socium chan KE 277 Thyroid hormone synhess, ecresed 10 351 Increased Moy -
Neurodevelopmentsl Outcomes in Mammls KE 425 Decrease of Thyroical iocide
176 Sodium lodide Symporter (NI) nhibiton leading to alt MIE 424 Inhibition, Na+/I- symporter (NIS T 14 in serum,Decreased 10 402 Coonitve Function Decressd
amphibian metamorphosis 50 Thyroxine (14)in neuronal tisue, Decteased
197 Sodium channel (NavT.1) inhibition leacing to populatio K 756 Hpporampa gene expresion, Alered 10 1101 Atered, Amphibian metamarphosi
KE 757 Hippocampal anatomy, Altered
& 758 Hippocampal Physiology, Atered
6 Decreased, Thyroxine (T4) in seru
093 Decreased, Thyroxine (14) i tssues
116 Decreased, Triodothyronine (13 in tissues
176 Decreased. sodum condutance 2
Sodium tetraborate 1303964 No AOPs available - -
s Tecarc
1803523 s avalab .
plbine — o AGPs avalable TXSID601014341 #exec sum
Qrs(8 el _EteH
https://comptox.epa gov/dashboard/dsstoxdb/results?se 218, 2/H0] Ae§2/ | - 20121020149 -
Stoddard salvent 8052413 No AOPs available ssud, o (R |- .
! ¥ 2uo|g| 20156/2017.8

arch=DTXSIDI026051#exec sum

Strontium titanate

12060-59-2

No AOPs available

TXSID70893688 Fexec sum

SAOPW126-3

Sulfolane

126330

No AOPs available

TXSID3027037 #exec sum

Sulfur hexafluoride

2551

No AOPs available

TXSIDED:

S6exec sum

7 Accumulation, Fatty acid

296 Oxidative DNA damage leading to chromosomal

Sulfuric acid

7664-93-9

No AOPs available
36,160, 213
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Steatosis

36 Peroxisomal Fatty Acid Beta-Oxidation Inhibition Leading t

160 lonatropic gamma-aminobutyric acid receptor activation mediated

neurotransmission inhibition leading to mortality

213 Inhibition of fatty acid beta oxidation leading to nonalcoholic
steatohepatitis (NASH)

231 Decreased, PPAR-alpha activation
232 Decreased, PPAR-beta activation
MIE 233 Decreased, PPAR-gamma activation

MIE 762 Activation, ionatropic GABA Receptor chloride channel

MIE 1490 Inhi

n, Fatty Acid Beta Oxidation

40 Decreased, HSD17B10 expression
79 Decreased, Mitochondial fatty acid beta-oxidatior

Decreased, 3-hydroxyacyl-CoA dehydrogenase type-2 activity

increased, Inhibitory postsynaptic potential

4 Induction, Somatic muscle paralysis
61 Increased, Chioride conductance

015 Increased, Neuronal synaptic inhibition
6 Inhibition, Feeding

305 Incr

se, cytosolic fatty acid
Liver Steatosis

sed, Reactive oxygen species
491 Increased, Oncotic Necrosis

A0 459 Increased, Liver Steatosis

A 351 Increased Mortality

A0 1489 N/A, Steatohepatisis

aberrations and mutations
MIE 1634 Increase, Oxidative damage to DNA
KE 155 N/A, Inadequate DNA repair

KE 1635 Increase, DNA strand breaks

AO 185 Increase, Mutations

AO 1636 Increase, Chromosomal aberrations Increase,
Chromosomal aberrations
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Tellurium

13494809

No AOPs available

TXSID3032119#exec sum
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No AOPs available
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Tetrachioroethylene.
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Estrogen receptor activation leading to breast cancer

hitpsi//acpwikiorg/aops/2(

1181 Activation, Estrogen receptor

si/aopwiki.orglevents/1181

1182 Increase, Cell Proliferation (pithelial Cells
1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (cassical pathway)

1188 Increased, ER binding to TF. to DNA (non-classical pathway)
1189 Increased, Proliferation (Endothelial cells)

1190 Increased, Migration (Endothelial Cells)

1191 Increased, Non-genormic signaling

1192 Increased, Ductal Hyperplasia

1194 Increase, DNA damage

1195 modulation, Extracellular Matix Composition

1196 Increased, Invasion

1197 Activation, Fibroblasts

1198 Activation, Macrophages

1213 Increased, Angiogenesis

1239 Altered, Gene Expression

1240 Altered, Protein Production

1241 Increased, Motilty

1242 Increased, Second Messenger Production

1193 N/A, Breast Cancer

ttps//aopwiki.org/system/dragonfly/production/2016/11,
29/11dA0p-200jpg
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Tetraethyl orthosilicate
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No AOPs available
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Tetrafluoroboric acid
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No AOPs available
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36 Peroxisomal Fatty Acid Beta-Oxidation Inhibition Leading to Steatosis

160 lonotropic gamma-aminobutyric acid receptor activation mediated

https:
TXSIDA043773#exec sum

neurotransmission inhibiftion leading o mortaity

213 Inhibition of fatty acid beta oxidation leading to nonalcoholic
steatohepatiti (NASH)

MIE 231 Decreased, PPAR-alpha activation
MIE 232 Decreased, PPAR-beta activation
MIE 233 Decreased, PPAR-gamma activation

MIE 762 Activation, ionotropic GABA Receptor chioride channel

MIE 1490 Inhibition, Fatty Acid Beta Oxidation
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40 Decreased, HSD17810 expression
79 Decreased, Mitochondria fatty acid beta-oxidation

Decreased, 3-hy

roxyacyl-CoA dehydrogenase type-2 activity
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postsynaptic potential

K Induction, Somatic muscle paralysis
KE 761 Increased, Chioride conductance

£ 1015 Increased, Neuronal synaptic inhibition
6 Inhibition, Feeding

1305 Increase, cytosolic fatty acid

59 Increased, Liver Steatosis

115 Increased, Reactive oxygen species
491 Increased, Oncotic Necrosis

A0 459 Increased, Liver Steatosis
A0 351 Increased Mortality
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Tetrahydrofuran

109-99-9
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Its?search=D|

NRI1I2 (Pregnane X Receptor, PXR) activation leading to hepatic steatosis

hitps://aopwikiorg/aops/60

245 Activation, PXR/SXR
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471 Inhibition, FoxA2 Inhibition, FoxA2
179 Decreased, Mitochondrial fatty acid beta-oxidation
472 Down Regulation, CPT1A

474 Down Regulation, HMGCS2
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54 Up Regulation, CD36
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477 Decreased, Ketogenesis

454 Increased, Triglyceride formation

327 lation, Fatty acid
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1182 Increase, Cell Proliferation (Epithelial Cells)
1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxic
1187 Increased, ER binding to DNA (dassical pathway)

1188 Increased, ER binding to T'F. to DNA (non-classical pathway)
1189 Increased, Proliferation (Endothelial cells)

1190 Increased, Migration (Endothelial Cells)

75592 1191 Increased, Non-genommic signaling
10424665 (rihydrate) hitps: rseatch= 1192 Increased, Ductal Hyperplasia hitps://aopwiki org/system/dragonfly/production/2016/11
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S E 10424-65-4 (SID302910B exec sum gen recep 9 " ” gen recep! ottt g 1194 Increase, DNA damage v 9/11dAop-200jpg oo
(pentaydrate) 1195 modulation, Extracellular Matix Composition
1196 Increased, Invasion
1197 Activation, Fibroblasts
1198 Activation, Macrophages
1213 Increased, Angiogenesis
1239 Altered, Gene Expression
1240 Altered, Protein Production
1241 Increased, Motil
1242 Increased, Second Messenger Production
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116 Decreased, Trlodothyronine (T3) in tissues
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amphibian metamorphosis inhibition, Deiodinase 2 1451 DNA double-strand break AO 1101 Altered, Amphibian metamorphosis
MLL chromosomal transiocation
No AOPs available hitps: Zsearch=| §
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517 Decrease, Photosystem Il activity
265 D1 protein blockage leading to photosystem Il (°Sl)-inhibition MIE 1516 Increase, D1 protein blockage 475 Decrease, Photosynt KE 1521 Decrease, Growth
associated growth reduction 476 Decrease, Glycolysis
Decrease, Mitochondrial ATP production
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253 MLL chromosomal translocation
No AOPs available hitps: Zsearch=| §
Tindl) xide 21651-19-4 , 202 Inhibitor binding to topoisomerase I leading to infant leukaemia MIE 1252 Binding to (interferes with) topoisomerase Il enzyme AO 1254 Infant leukaemia -
190, 202, 265 sitexecsum )
517 Decrease, Photosystem Il activity
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200 Estrogen receptor activation leading to breast
cancer

MIE 1181 Activation, Estrogen receptor

KE 1182 Increase, Cell Proliferation (Epithelial Cells)
KE 1183 Decreased, Apoptosis (Epithelial Cells)

KE 177 N/A, Mitochondrial dysfunction 1

KE 1088 Increased, Oxidative Stress

KE 1187 Increased, ER binding to DNA (classical

pathway)
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KE 1191 Increased, Non-genomic signaling gea s
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KE 1195 modulation, Extracellular Matrix Composition
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KE 1197 Activation, Fibroblasts
KE 1198 Activation, Macrophages
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KE 1239 Altered, Gene Expression
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epoxide reductase resulting coagulopathy and
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- osteocalcin e
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secondary hemostasis
KE 1130 Failure in vascular repair mechanisms,
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clotting factors Il VIl X and X, Under carboxylation
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1182 Increase, Cell Prolferation (Epithelial Cells
1183 Decreased, Apoptosis (Epithelial Cells)

177 N/A, Mitochondrial dysfunction 1

1088 Increased, Oxidative Stress

1187 Increased, ER binding to DNA (dassical pathway)

1188 Increased, ER binding to T'F. to DNA (non-classical pathway)
1189 Increased, Proliferation (Endothelial cells)

1190 Increased, Migration (Endothelial Cells)
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1239 Altered, Gene Expression
1240 Altered, Protein Production
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327 Accumulation, Fatty acid
Trimethylaluminum 75241 No AOPs available - -
Trimethylborane 593.90-8 No AOPs available - -
Trimethylgalium 1445790 No AOPs available - -
Trimethyiindium 3385782 No AOPs available - -
Tungsten 7440337 No AOPs available - -
Tungsten hexfluoride 783826 No AOPs available - -
Vinyitimethylsiane 754.05:2 No AOPs available s fsearch
yirimethy 5 TXSID1061071 Fexec sum
160 lonotropic gamma-aminobutyric acid receptor
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