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1. Cytoscape
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1 DX

Key Events

Key Event No. Alerts Predicting Event
Protein reactive electrophile (M) 61
DNA reactive electrophile (M) 58
Protein reactive electrophile 51
DNA reactive electrophile 44
Mitochondrial dysfunction 24
Oxidising agent 20
Oxidising agent (M) 20
Estrogen receptor binder 17
Glutathione (GSH) depletion (M) 14
PPAR binder
Peroxisome proliferation
Phospholipidosis

Nucleobase Mimic

Uncoupler of oxidative phosphorylation

Acetyl CoA depletion

Aryl hydrocarbon receptor binder

CYP inhibition (M)

Electron Transport Chain Inhibition

Microsomal Triglyceride Transfer Protein (MTTP)
antagonist

Nucleophilic thiol exchange compound (M)

B-Oxidation competitive substrate

B-Oxidation inhibition

3-Hydroxy-3-methylglutaryl coenzyme A (HMG-CoA)
reductase inhibition

Angiotensin converting enzyme (ACE) inhibitor

Bile transport competitive substrate (M)

Binding to tubulin

CYP inhibition

Carnitine depletion

Carnitine palmitoyltransferase I inhibition

Chelation of metal ions

Constitutive androstane receptor (CAR) binding

Electron Transport Chain Inhibition -
succinate-coenzyme Q reductase (SQR)

Glutathione (GSH) depletion

Inhibition of RNA polymerase (M)

Krebs cycle inhibition - alpha-ketoglutarate
dehydrogenase complex inhibition

[N [y Uy I Uy Uy U pu—y JEY U e TN SN S ET TN S TN RN TG ST S

Low density lipoprotein (Lys-adduct) reactive
electrophile (M)

Nucleophilic thiol exchange compound

Protein reactive nucleophile

RNA reactive electrophile (M)

Redox Cycler (Metal)

[y Uy Uy U -
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KeyEvents

Key Event No. of Positive Compounds Reported
ER Binder (RA) 2233
GR Binder (RA) 1853
Tubulin Binder (RA) 705
LXR Binder (RA) 664
Topoisomerase Inhibitor (RA) 582
RXR Binder (RA) 408
MMP Inhibitor (RA) 385
RAR Binder (RA) 235
BSEP Inhibitor (RA) 213
AHR Binder (RA) 197
MTTP Binder (RA) 185
MRP?2 Inhibitor (RA) 179
NADH Depletor (RA) 133
PXR Binder (RA) 122
FXR Binder (RA) 98
GSH Adduct Former (RA) 97
MRP4 Inhibitor (RA) 83
PPRgamma Binder (RA) 77
P450 Inhibitor (MDI assay) (RA) 74
MitoTox (RA) 53
CAR Binder (RA) 50
CPT1 Inhibitor (RA) 39
PPARdelta Binder (RA) 36
ROS Intensity Modifier (RA) 32
MRP3 Inhibitor (RA) 30
Lipid Intensity Modifier (RA) 25
PPARalpha Binder (RA) 22
CPT2 Inhibitor (RA) 20
CYP Inhibitor (RA) 10
CytoTox Causing (RA) 6
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3 - Key Event
BA A Sen. Spec. | PPV | NPV | Total | TP | FP | TN | FN
Cut-Off | (%) | (%) | (%) %) | (%) | (%)
All Data 50 49 57 44 38 63 1458 | 310 | 511 | 402 | 235
>1000 54 51 63 44 37 70 | 1389 | 301 | 511 | 402 | 175
mg/kg
>250mg/kg | 57 52 71 44 35 78 | 1308 | 280 | 511 | 402 | 115
4
Descriptor Cut-off TP FP
None n.a. 310 511
ClogP -5 to 10 296 437
TPSA <150 299 416
MW <580 295 391
Lipinski’s rules <3 302 469
MW, ClogP MW<580, ClogP>-5 295 387
5 ClogP
BA A Sen. Spec. PPV NPV | Tota | TP | FP | TN | EN
Cut-Off | (%) | (%) | (%) (%) (%) (%) |
All Data 56 56 54 58 43 68 1458 | 29 | 38 | 52 | 25
5 7 6 0
>1000 59 58 60 58 42 73 1389 | 28 | 38 | 52 | 19
mg/kg 6 7 6 0
>250mg/k 62 61 67 58 41 80 1308 | 26 | 38 | 52 | 12
g 6 7 6 9
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