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Dataset

Total number of study

records

Total number of

compounds

Positive compounds

(any assay)

Negative compounds

(any assay)

Contextualised
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1590

558

1032
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OECD Total number of Total number of Positive Negative
Guideline study records compounds compounds compounds
Contextualised Contextualised Contextualised

414 630 609 197 412

415 85 78 47 31

416 176 166 75 91

421 444 341 105 236

422 883 671 198 473

443 19 19 4 15
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Balanced Accuracy  Accuracy Sensitivity Specificity NPV
Overall ME+KEassay Gl W Overall assay ca

Exact match CERES2 90%
CERES2 80% DX DART alerts

0s
B I I . I I
Balanced Accuracy  Accuracy Sensitivity Specificity PPV NPV

1 HEFAEDMRED LHLE

K4 BEFREDMEREDLER

Total TP FP TN FN Equivocal | Out of
Domain
exact match Overall MIE+ KE 1590 41 52 980 517 0 0
assay call
exact match Overall assay call 1579 100 74 951 454 1 0
CERES2 0.9 Overall MIE+ KE 1590 143 221 811 415 0 0
assay call
CERES2 0.9 Overall assay call 1580 203 259 767 351 10 0
CERES2 0.8 Overall MIE+ KE 1590 193 317 715 365 0 0
assay call
CERES20.8 Overall assay call 1579 260 366 660 293 11 0
DX DART alerts N/A 1590 63 80 952 495 0 0
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% 5:A0P X "I —2 N T KE 2V 7 AR REMEMN S Derek 77 —h

Putative MoAs associated to Number of times a Relevant DART
Derek alerts relevant alert was fired AOP in network
Glutathione (GSH) depletion 41 Yes, (developed)
Glutathione (GSH) reaction with

13 Yes, (developed)
electrophile
Peroxisome proliferator-activated 5 Yes, PPARa —
receptor (PPAR) binding relevant pathway
Estrogen receptor (ER) binding 5 Yes
Choline deficiency 4 Potentially
Triiodothyronine (T3) decrease 2 Yes
Thyroxine (T4) decrease 2 Yes
Thyroid peroxidase inhibition 2 Yes
Gonadotrophin-releasing

1 Yes, (developed)
hormone inhibition
Estrogen receptor (ER)

1 Yes
modulation
Dihydrofolate reductase (DHFR)

1 Yes
modulation
Cholinesterase inhibition 1 Yes
Aromatase (CYP19) inhibition 1 Yes

# 6:Derek 77 —MIL> TRFESIIZHEE MoA Z £ FN (BLEF A TlX AOP 23721))

Putative MoAs associate to DX No of times a relevant Relevant DART Additional evidence
alerts alert was fired AOP in network linking the MoA to DART
Mitochondrial dysfunction 21 No Yes
Electron transport chain
inhibition - succinate-coenzyme 1 No Yes
Q reductase (SQR)*
Krebs cycle inhibition - alpha-
ketoglutarate dehydrogenase 1 No Yes
complex inhibition*
Carnitine depletion* 1 No Yes
Beta-oxidation competitive

1 No Yes
substrate*
Uncoupling of oxidative

5 No Yes
phosphorylation*
Topoisomerase |I-DNA cleavage

14 No Yes
complex binding
Cytochrome P-450 (CYP)

5 No Insufficient clarity
inhibition
Cytochrome P-450 (CYP)

2 No Insufficient clarity
increase
Phospholipidosis 4 No Insufficient clarity
Constitutive androstane receptor

3 No Insufficient clarity
(CAR) binding
Protein disulfide exchange with

3 No Insufficient clarity
nucleophile
Haemoglobin binding (M) 2 No Insufficient clarity
Tubulin binding 2 No Yes
Phosphodiesterase inhibition 1 No Yes
Pregnane X receptor (PXR)

1 No Insufficient clarity
binding
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