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Figure SI-1: The chemical structures of the tested compounds.

Table S2: Physicochemical properties of the tested compounds not passed Lipinski
and Veber Rules

Figure SI-2: Validation of the docking process showed alignment of the co-crystallized
pose and the re-docked pose of the same ligand inside BMP-2-inducible kinase.

Supplementary data of toxicity study
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Figure SI-1: The chemical structures of the tested compounds.
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Figure SI-1: (continued) The chemical structures of the tested compounds.
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Figure SI-1: (continued) The chemical structures of the tested compounds.
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Figure SI-1: (continued) The chemical structures of the tested compounds.
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Figure SI-1: (continued) The chemical structures of the tested compounds.
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Figure SI-1: (continued) The chemical structures of the tested compounds.



o el

4 b@m H b@m
Q |

Figure SI-1: (continued) The chemical structures of the tested compounds.



Table S2: Physicochemical properties of the tested compounds not passed Lipinski and

Veber Rules

Lipinski Rules Veber Rules
Num Num Num
comp. HD HA M Wt AlogP | Rotatable | MPSA
Bonds

1 0 8 545.555 | 6.113 12 95.28
2 0 8 559.582 6.57 13 95.28
3 0 8 541.591 | 6.364 13 95.28
4 0 7 547.546 | 6.792 12 86.05
5 0 8 530.544 5.78 11 90.57
6 0 9 560.57 5.764 12 99.8
7 0 9 574.596 | 6.112 13 99.8
8 0 9 528.553 | 4.978 11 99.8
9 0 10 558.578 | 4.962 12 109.03
10 0 10 572.605 | 5.311 13 109.03
12 0 9 528.553 | 4.978 11 99.8
13 0 9 542.579 | 5.558 12 99.8
14 0 9 556.606 | 5.907 13 99.8
15 0 9 574.596 6.22 13 99.8
16 0 9 588.623 | 6.569 14 99.8
17 0 9 588.623 | 6.676 14 99.8
18 3 10 632.702 6.78 15 160.71
19 0 8 576.587 | 6.898 13 90.57
20 0 10 586.632 | 5.998 14 109.03
21 1 9 542.579 | 5.975 12 110.8
22 0 9 556.606 | 6.014 13 99.8
23 0 9 570.632 | 6.471 14 99.8
24 0 9 584.659 | 6.819 15 99.8
25 3 10 614.711 | 6.575 15 160.71
36 2 8 537.586 | 6.021 9 141.48
37 2 8 537.586 | 6.021 9 141.48
38 2 8 537.586 | 6.021 9 141.48
39 2 5 506.615 | 6.612 8 95.67
41 2 5 510.579 | 6.332 8 95.67
42 2 5 527.033 | 6.791 8 95.67
43 2 5 571.484 | 6.875 8 95.67
44 2 8 537.586 | 6.021 9 141.49
45 4 6 507.603 5.38 8 121.69
46 2 6 522.614 6.11 9 104.9
47 2 5 506.615 | 6.612 8 95.67




48 2 5 510.579 | 6.332 8 95.67
49 2 5 527.033 | 6.791 8 95.67
50 2 5 571.484 | 6.875 8 95.67
51 2 8 537.586 | 6.021 9 141.49
52 4 6 507.603 5.38 8 121.69
53 2 6 522.614 6.11 9 104.9
54 2 5 527.033 | 6.791 8 95.67
55 2 8 537.586 | 6.021 9 141.49
56 2 6 522.614 6.11 9 104.9
57 2 5 506.615 | 6.612 8 95.67
58 2 5 528.569 | 6.537 8 95.67
59 2 5 561.478 | 7.455 8 95.67
60 2 7 552.64 6.093 10 114.13
64 2 5 512.642 | 6.225 8 123.91
66 2 5 542.647 | 7.035 8 95.67
67 2 5 548.675 | 7.279 8 123.91
73 2 5 533.061 | 6.744 8 123.91
74 2 6 528.642 | 6.063 9 133.14
75 2 8 543.613 | 5.974 9 169.73
76 4 6 513.631 | 5.333 8 149.93
77 3 6 527.657 | 5.888 9 135.94
78 2 6 541.684 | 6.242 9 127.15
79 3 6 541.684 | 6.237 10 135.94
80 2 6 569.737 | 6.939 11 127.15
81 3 7 555.667 5.2 9 153.01
82 3 7 590.112 | 5.732 10 153.01
83 3 7 567.678 | 5.897 10 153.01
84 3 8 599.72 5.944 13 162.23




Figure S1-2 Validation of the docking process showed alignment of the co-crystallized

pose (turquoise) and the re-docked pose (green) of the same ligand inside BMP-2-inducible
kinase, PDB: 5I3R.
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Molecular Weight: 498.52653

ALogP: 4.994

Rotatable Bonds: 10
Acceptors: 6
Donors: 0

Structural Similar Compounds

Name Nicardipine Suxibuzone Soforalcone
Structure
N/N
—O0 OY\O
O// OH
HO
o/>\/\<O
Actual Endpoint Non-Toxic Toxic Toxic
Predicted Endpoint Non-Toxic Toxic Toxic
Distance 0.649 0.649 0.658
Reference Kiso to Rinsho 13:1149- QOyo Yakuri 20:377-386; Oyo Yakuri 19:525-535;
1159; 1979 1980 1980

Model Prediction

Prediction: Non-Toxic
Probability: 0.490

Enrichment: 0.932

Bayesian Score: -1.580
Mahalanobis Distance: 12.016

Mahalanobis Distance p-value: 2.72e-005

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability
Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC13 out of range. Value: -3.5488. Training min, max, SD, explained variance: -3.5435,
3.7718, 1.291, 0.0244.

2. OPS PC22 out of range. Value: -2.9499. Training min, max, SD, explained variance: -2.4788,
2.7503, 0.9196, 0.0124.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Totxic in training
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Structural Similar Compounds

S o) Name 3;6-Dichloropicolinic Acid | Suprofen Triclopyr
// Structure
/ OH
oO—_
Actual Endpoint Non-Toxic Non-Toxic Non-Toxic
C1oH505S ) Predicted Endpoint Non-Toxic Non-Toxic Non-Toxic
Molecular Weight: 208.23372 Distance 0547 0578 0602
ALogP: 2.596 Reference Fundam Appl Toxicol Oyo Yakuri 26:449-459; Fundam Appl Toxicol
Rotatable Bonds: 2 4:91-97; 1984 1983 4:872-882; 1984
Acceptors: 3 - —
Donors: 1 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found in the training set.
Model Prediction 1.  All properties and OPS components are within expected ranges.
Prediction: Non-Toxic
Probability: 0.491 Feature Contribution

Enrichment: 0.934
Bayesian Score: -1.548
Mahalanobis Distance: 9.632

Top features for positive contribution
Fingerprint Bit/Smiles Feature Structure [Score Toxic in training

set
Mahalanobis Distance p-value: 0.0509
Prediction: Positive if the Bayesian score is above the estimated SCFP_6 p91469355 S O 0411 10 out of 12

best cutoff value from minimizing the false positive and false

negative rate. /
Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased " KT TR 7
likelihood (versus random) of this sample being in the category. (el el
Bayesian Score: The standard Laplacian-modified Bayesian [*]):[c]:10C
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.
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Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Caffeic Acid 6-Chloro-4-nitro-2- Dinoseb
aminophenol
Structure o o )
HO \\NV O\\N+/O
HO
OH
o]
I Cl NH SN
o] | -
OH o] OH
Actual Endpoint Toxic Non-Toxic Toxic
Predicted Endpoint Toxic Non-Toxic Toxic
Distance 0.650 0.657 0.672
Reference Toxicol Appl Pharmacol Food Chem Toxicol Arch Environ Contam
36(2):227-37; 1976 22(2):147-149; 1984 Toxicol 15(4):377-84; 1986

Model Prediction

Prediction: Non-Toxic

Probability: 0.494

Enrichment: 0.939

Bayesian Score: -1.463

Mahalanobis Distance: 10.528
Mahalanobis Distance p-value: 0.00485

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
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Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name Dinoseb Suprofen Guthion
Structure
o\\N,/o
\
on
~. -~ N
O\\'T‘
o OH
Actual Endpoint Toxic Non-Toxic Non-Toxic
Predicted Endpoint Toxic Non-Toxic Non-Toxic
Distance 0.608 0.626 0.672
Reference Arch Environ Contam Oyo Yakuri 26:449-459; Arch Toxicol 43:177-186;
Toxicol 15(4):377-84; 1983 1980
1986

Model Prediction

Prediction: Non-Toxic
Probability: 0.403

Enrichment: 0.766

Bayesian Score: -4.307
Mahalanobis Distance: 10.962

Mahalanobis Distance p-value: 0.00124

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Set
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Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name Dinoseb Suprofen Guthion
Structure
o\\N,/o
\
on
~. -~ N
O\\'T‘
o OH
Actual Endpoint Toxic Non-Toxic Non-Toxic
Predicted Endpoint Toxic Non-Toxic Non-Toxic
Distance 0.603 0.629 0.673
Reference Arch Environ Contam Oyo Yakuri 26:449-459; Arch Toxicol 43:177-186;
Toxicol 15(4):377-84; 1983 1980
1986

Model Prediction

Prediction: Non-Toxic
Probability: 0.383

Enrichment: 0.728

Bayesian Score: -5.025
Mahalanobis Distance: 10.962

Mahalanobis Distance p-value: 0.00124

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Set
SCFP_6 076283342 0.196 P0 out of 31

S o]
Co=.
@]

[ICO[C]C:["]):["]




[FIIN+](=0)["]

SCFP_6 560173167 s o 0.182 13 out of 68
o]
b o
N
o
[10[e]GLeH:[*]):[e
HI:[]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
S et
SCFP_6 11630708879 s o -0.718 0 out of 2
O
O
¥
[*IC[c]1:[cH]:[cH]:[c
HI:[el(:[cHI:1)IN+](
=D
SCFP_6 11380909229 s o -0.449 6 out of 19
o]
O
¥
(el [eHI:[e)(
A[eHE:[cH]1)IN+I(=(
Dl
SCFP_6 1311339974 -0.446 3 out of 10




31

TOPKAT_ Developmental Toxicity Potential
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Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name Dinoseb Suprofen Guthion
Structure
o\\N,/o
\
on
~. -~ N
O\\'T‘
o OH
Actual Endpoint Toxic Non-Toxic Non-Toxic
Predicted Endpoint Toxic Non-Toxic Non-Toxic
Distance 0.609 0.628 0.673
Reference Arch Environ Contam Oyo Yakuri 26:449-459; Arch Toxicol 43:177-186;
Toxicol 15(4):377-84; 1983 1980
1986

Model Prediction

Prediction: Non-Toxic
Probability: 0.396

Enrichment: 0.753

Bayesian Score: -4.560
Mahalanobis Distance: 11.885

Mahalanobis Distance p-value: 4.53e-005

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Set
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C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name

Ochratoxin a

Amsacrine

Etofenamate

Structure

Actual Endpoint Toxic Toxic Non-Toxic
Predicted Endpoint Toxic Toxic Non-Toxic
Distance 0.664 0.704 0.719

Reference

Toxicol Appl Pharmacol
37(2):331-8; 1976

Fundam Appl Toxicol
7(2):214-20; 1986

lyakuhin Kenkyu
13(4):896-909; 1982

Model Prediction
Prediction: Toxic

Probability: 0.542

Enrichment: 1.031

Bayesian Score: -0.142
Mahalanobis Distance: 12.243

Mahalanobis Distance p-value: 1.1e-005

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Set
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TOPKAT_ Developmental Toxicity Potential

(0]
o
AN
S N
H
H
N
>/—®
o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name Brovanexine .HCI (Free Estramustine Phosphate |Pimozide
base form) Disodium (Free acid form)
Structure B H
O | 2 om [ %O
"0 SR
o0 N
O A (O
: @
b
Actual Endpoint Toxic Non-Toxic Non-Toxic
Predicted Endpoint Toxic Non-Toxic Non-Toxic
Distance 0.648 0.678 0.681
Reference Kiso to Rinsho Oyo Yakuri 20(6):1219- Kiso to Rinsho 14:2163-
16(13):7179-7195; 1982 1236; 1980 2170; 1980

Model Prediction

Prediction: Non-Toxic

Probability: 0.523

Enrichment: 0.995

Bayesian Score: -0.657

Mahalanobis Distance: 11.638
Mahalanobis Distance p-value: 0.000116

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Set
SCFP_6 282594097 0.441 3 out of 3
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TOPKAT_ Developmental Toxicity Potential

0
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0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name

Estramustine Phosphate
Disodium (Free acid form)

Brovanexine .HCI (Free
base form)

Acemetacin

Structure

o
i OH
o~ “oH

N
ﬂi 8

Br
N.
Br
HN o \O

O/

(0]

hg
o] Cl
Actual Endpoint Non-Toxic Toxic Non-Toxic
Predicted Endpoint Non-Toxic Toxic Non-Toxic
Distance 0.604 0.657 0.686
Reference Oyo Yakuri 20(6):1219- Kiso to Rinsho Oyo Yakuri 22(6):777-786;
1236; 1980 16(13):7179-7195; 1982 1981

Model Prediction

Prediction: Non-Toxic

Probability: 0.461

Enrichment: 0.877

Bayesian Score: -2.429

Mahalanobis Distance: 11.593
Mahalanobis Distance p-value: 0.000137

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Set
SCFP_6 1347281112 0.381 P out of 2
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TOPKAT_ Developmental Toxicity Potential

(0]
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- | Ny
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O/ \
C27H21N30382
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name

Estramustine Phosphate
Disodium (Free acid form)

Acemetacin

Amsacrine

Structure

o
i OH
o~ “oH

N
ﬂi 8

Actual Endpoint Non-Toxic Non-Toxic Toxic
Predicted Endpoint Non-Toxic Non-Toxic Toxic
Distance 0.629 0.706 0.707

Reference

Oyo Yakuri 20(6):1219-
1236; 1980

Oyo Yakuri 22(6):777-786;
1981

Fundam Appl Toxicol
7(2):214-20; 1986

Model Prediction

Prediction: Non-Toxic

Probability: 0.448

Enrichment: 0.852

Bayesian Score: -2.830

Mahalanobis Distance: 11.282
Mahalanobis Distance p-value: 0.000418

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Set
SCFP_6 1347281112 0.381 P out of 2
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Co-crystallized ligand

TOPKAT_ Developmental Toxicity Potential

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name

Amsacrine

Ochratoxin a

Benomyl

Structure

/

0]
N0
N
OO
7
N

H
/>\N

s

Actual Endpoint Toxic Toxic Toxic
Predicted Endpoint Toxic Toxic Toxic
Distance 0.631 0.644 0.681

Reference

Fundam Appl Toxicol
7(2):214-20; 1986

Toxicol Appl Pharmacol
37(2):331-8; 1976

J Toxicol Environ Health
17:405-417; 1986

Model Prediction
Prediction: Non-Toxic
Probability: 0.514
Enrichment: 0.977

Bayesian Score: -0.913
Mahalanobis Distance: 8.474

Mahalanobis Distance p-value: 0.379

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Set
SCFP_6 126456656 0.381 P out of 2
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11 TOPKAT_Mouse_Female FDA None_vs_Carcinogen

Structural Similar Compounds

Name Nefazodone Verapamil Ketoconazole

\ Structure

Actual Endpoint Non-Carcinogen Non-Carcinogen Non-Carcinogen

CagH26N,06 ) Predicted Endpoint Non-Carcinogen Non-Carcinogen Non-Carcinogen
Molecular Weight: 498.52653 Distance 0578 0.691 0.696
ALogP: 4.994 Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Rotatable Bonds: 10
Acceptors: 6
Donors: 0

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Model Prediction
Prediction: Non-Carcinogen 1.
Probability: 0.219

Enrichment: 0.684

Bayesian Score: -9.584
Mahalanobis Distance: 17.328

Mahalanobis Distance p-value: 4.75e-012

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

All properties and OPS components are within expected ranges.

2 Unknown ECFP_2 feature: -1658273810: [*]C(=[*])[c]1:[c]([*D:[*1:[*1:[c]:1:[*]
3. Unknown ECFP_2 feature: 1716966732: [*\N=C/I\C(=[*D[*1[*]:[c]1:[*]

4.  Unknown ECFP_2 feature: -820505146: [*]ON=C([*])[*]

5 Unknown ECFP_2 feature: -408704017: [*]|=NOC

Feature Contribution
Top features for positive contribution

Probability: The esimated probability that the sample is in the Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
positive category. This assumes that the Bayesian score follows training set

a normal distribution and is different from the prediction using a g

cutof. ECFP_6 £1087070950 0.724 10 out of 14

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.

Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen

C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name Aspirin Thiabendazole Suprofen
Structure
/N ~
\ / \> ‘(/ \I
N I p—
O ~_ 7 \ _ 4
o N N
H
=
0~ oH
Actual Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Predicted Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Distance 0.561 0.572 0.599
Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.213

Enrichment: 0.665

Bayesian Score: -3.828
Mahalanobis Distance: 10.844

Mahalanobis Distance p-value: 0.138

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 914325265 s o 0.127 4 out of 11
7 OH
O—
WEHY

Top Features for negative contribution




Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen

S o)
/ OH
O
so
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Nithiazide Sulfisoxazole Captopril
Structure -O\
/N‘ 2N
0’ -

N
o R
OH (6]

Actual Endpoint

Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint

Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance

0.572

0.607

0.612

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.221

Enrichment: 0.689

Bayesian Score: -2.878
Mahalanobis Distance: 13.671

Mahalanobis Distance p-value: 5.12e-005

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 914325265 o [.127 4 out of 11

[l:s:["]

H,N

Top Features for negative contribution




Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 2025485523 s o [0.506 8 out of 45
(0]
lo
H,N
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ECFP_6 11686813061 s o 0.482 0 out of 2
(0]
lo
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["IOCC(="I"]
ECFP_6 11708545601 -0.270 0 out of 1
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen

S o]
4
/ OH
0
N—o
O 7

C,eH;;NOS
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

Omeprazole

Suprofen

Lansoprazole

Structure

=
o rN S /3
-
N o
H

\
o

Actual Endpoint Non-Carcinogen Carcinogen Carcinogen

Predicted Endpoint Non-Carcinogen Carcinogen Carcinogen

Distance 0.666 0.688 0.690

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &

Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.216

Enrichment: 0.675

Bayesian Score: -3.403
Mahalanobis Distance: 14.631

Mahalanobis Distance p-value: 1.18e-006

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

©oNoOA~LONE

All properties and OPS components are within expected ranges.

Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:

1043790491: [*]IN+](=[*D[*]

781519895: [*][O-]

-1670580914: [*]C(=[*D[c]L1:s:[*]:[*]:[c]:1[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
-179073144: [][N+](=[*DICc]C[cH]:[*]):[cH]:[*]
-215026467: [*]:[c]:[*DIN+](=0)[O-]
2104376220: [*][N+](=0O)[*]

-659271057: [*][N+](=[*][O-]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure [Score

Carcinogen in
training set




ECFP_6

914325265

[]:s:["]

0.127

4 out of 11

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
training set

ECFP_6

2025485523

["IC(=["1)O

-0.506

B out of 45

ECFP_6

-1897063316

S (0]
Ob
)
[¥]OClc]1:[cH]:[cH]:[
*|:[cH]:[cH]:1

-0.270

0 out of 1

ECFP_6

770547857

S (e}
Ob
e
["10C[e]:[" D[]

-0.242

1 out of 5
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen

S 0
7
7 o
O
o
N
\
(0]
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

Omeprazole

Niclosamide

Suprofen

Structure

=
o rN S /3
-
N o
H

\
o

Actual Endpoint Non-Carcinogen Non-Carcinogen Carcinogen

Predicted Endpoint Non-Carcinogen Non-Carcinogen Carcinogen

Distance 0.663 0.688 0.691

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &

Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.219

Enrichment: 0.683

Bayesian Score: -3.088
Mahalanobis Distance: 15.999

Mahalanobis Distance p-value: 2.85e-009

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

©oNoOA~LONE

All properties and OPS components are within expected ranges.

Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:

1043790491: [*]IN+](=[*D[*]

781519895: [*][O-]

-1670580914: [*]C(=[*D[c]L1:s:[*]:[*]:[c]:1[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
-179073144: [][N+](=[*DICc]C[cH]:[*]):[cH]:[*]
-215026467: [*]:[c]:[*DIN+](=0)[O-]
2104376220: [*][N+](=0O)[*]

-659271057: [*][N+](=[*][O-]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure [Score

Carcinogen in
training set




ECFP_6

-1846894271

[*]OCIc]1:[cH]:[cH]:[
cH]:[e)([*]):[cH]:1

0.424

1 out of 1

ECFP_6

-1845486197

[*]OC[c]1:[cH]:[cHI:[
*TLel([*]):[eH]:1

0.212

1 out of 2

ECFP_6

914325265

["l:s:["]

0.127

4 out of 11

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
training set

ECFP_6

2007300961

(e :CLelD):
[cH]:[cH]:[cH]:1

-0.652

5 out of 34

ECFP_6

2025485523

[IC(=["1)O

-0.506

8 out of 45




ECFP_6

770547857

[10C[c]C:["]):["]

-0.242

1 out of 5
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen

S o]
72"
0
° \ L
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

Omeprazole

Suprofen

Lansoprazole

Structure

=
o rN S /3
-
N o
H

\
o

Actual Endpoint Non-Carcinogen Carcinogen Carcinogen

Predicted Endpoint Non-Carcinogen Carcinogen Carcinogen

Distance 0.666 0.689 0.691

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.215

Enrichment: 0.670

Bayesian Score: -3.593
Mahalanobis Distance: 12.614

Mahalanobis Distance p-value: 0.00185

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

©oNoOA~LONE

All properties and OPS components are within expected ranges.

Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:

1043790491: [*]IN+](=[*D[*]

781519895: [*][O-]

-1670580914: [*]C(=[*D[c]L1:s:[*]:[*]:[c]:1[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
-1956535100: [*][c]C:[*]):[c]:[cH]:*DIN+1(=[D[*]
-215026467: [*]:[c]:[*DIN+](=0)[O-]
2104376220: [*][N+](=0O)[*]

-659271057: [*][N+](=[*][O-]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure [Score

Carcinogen in
training set




ECFP_6 014325265 s 0 0.127 1 out of 11
e
o— ¢
o
[:s:[]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 2025485523 s. o -0.506 B out of 45
o Q
o
["IC(=[")O
ECFP_6 -358687393 s o -0.482 0 out of 2
@/e_«OH
o 9,
% N0
[*IC[c]1:[cHI:[cHI:[c
H]:[cH]:[c]:1[*]
ECFP_6 770547857 -0.242 1 out of 5

[1OCLe](:["]):["]
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen

— 0
o
o}
Ny g
s N
H
H
N
/
o} :;
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name Glyburide Glimepride Fluvastatin
Structure ~ \O\
o © O/)\NH
og!

Actual Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Distance 0.597 0.601 0.644

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.214

Enrichment: 0.668

Bayesian Score: -3.683
Mahalanobis Distance: 18.874

Mahalanobis Distance p-value: 1.77e-015

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 769925792 . 0.617 P2 out of 2
ZJO
O

Sag

(@]
NH:
Oy
a)

FINCICICT):]




ECFP_6

-223149939

["INC(=0)[c]1:[cH]:[c
HJ:[*]):[cH]:[cH]:1

0.442

P out of 3

ECFP_6

-177077903

PaSyg

[IN[c](:[eH]:["]):[e
HL:[']

0.279

4 out of 9

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

ECFP_6

2007300961

HN_

ot

ol
Oegy

Clel 1l D):
[cH]:[cH]:[cH]:1

-0.652

5 out of 34

ECFP_6

-1686813061

H,N, o

o,
oo

[10CC(=II]

-0.482

0 out of 2

ECFP_6

1451403962

FICEIDIe]:[eHIT
*]:[cH]:[cH]:[cH]:1

-0.459

1 out of 7
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen

(0]
o
AN
S N
H
H
N
>/—®
o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name

Terfenadine

Astemizole

Pimozide

Structure

Actual Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Predicted Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Distance 0.639 0.698 0.722

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.217

Enrichment: 0.678

Bayesian Score: -3.277
Mahalanobis Distance: 18.402

Mahalanobis Distance p-value: 2.05e-014

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 769925792 0.617 P2 out of 2

be
Cr-

(¢]
NH:
Oy
L0

FINCIC] D]




ECFP_6

-223149939

["INC(=O)[c]1:[cH]:[c
HI:[*]:[cH]:[cH]:1

0.442

P out of 3

ECFP_6

-177077903

-

?:}QLCD

[INEC]CIeHET):Le
HI]

0.279

4 out of 9

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

ECFP_6

2007300961

¥;
g

Clel Pl
[cH]:[cH]:[cH]: 1

-0.652

5 out of 34

ECFP_6

1451403962

<
az

FICEDIe:[eHIT
*]:[cH]:[cH]:[cH]:1

-0.459

1 out of 7

ECFP_6

1430169877

N
- Oug

FINC(EO)CICID:
]

-0.287

3 out of 14
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen

0
[e]
N/
S N
H
H
NN
//
0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glyburide

Fluvastatin

Flecainide

Structure

Actual Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance 0.643

0.674

0.674

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.205

Enrichment: 0.639

Bayesian Score: -6.039
Mahalanobis Distance: 17.960

Mahalanobis Distance p-value: 1.98e-013

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 769925792 0.617 P2 out of 2

Sag

he

(0]

NH@_
NH
i

FINCIC] D]




ECFP_6

-177077903

ol
LN

o
[(IN[c](:[eH]:["]):[e
HL:["]

0.279

4 out of 9

ECFP_6

894876384

o
Dregy

[*IN[c]1:[cH]:[*]:[cH
1:[cH]:[cH]:1

0.212

1 out of 2

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

ECFP_6

2013347047

¥
Dugy

[*Ic]1:[*]:n:[cH]:[c
H]:[cH]:1

-0.805

0 out of 4

ECFP_6

2007300961

ol
Creqy

(e Lel([D):
[cH]:[cH]:[cH]:1

-0.652

5 out of 34

ECFP_6

764951226

<
iy

[*11:[cH]:[cH]:[cH]:n
[cH]:1

-0.482

0 out of 2
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen
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O/ \
C27H21N30382
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glyburide Glimepride Fluvastatin
Structure ~ \O\
o © O/)\NH
og!

Actual Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Distance 0.642 0.675 0.713

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.249

Enrichment: 0.778

Bayesian Score: -0.738
Mahalanobis Distance: 16.656

Mahalanobis Distance p-value: 1.28e-010

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]: 1:[*]
3. Unknown ECFP_2 feature: -1670580914: [*]|C(=[*])[c]1:s:[*]:[*]:[c]:1[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 769925792 0.617 P2 out of 2

oS
Ne s e
2 >—NH S
0 WJ

FINCL] D]




ECFP_6

706235072

O

s N

agray
FIC(=DIe]:[eHIT
cHJ:[cH]:s:1

0.424

1 out of 1

ECFP_6

173951371

¥
S Nbg{{_@

FICErDle]:[eHEL
cHJ:[cH]:s:1

0.424

1 out of 1

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

ECFP_6

2007300961

£:r§§>
AL
%3?;“—5&3

Clel 1))
[cH]:[cH]:[cH]:1

-0.652

5 out of 34

ECFP_6

1430169877

faga

-0.287

3 out of 14

ECFP_6

-1897063316

Rat

NH s

aJ

[*10CIc]1:[cH]:[cHI:[
*I:[cH]:[cH]:1

-0.270

0 out of 1




Co-crystallized ligand

TOPKAT_Mouse_Female FDA None_vs_Carcinogen

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name Torsemide Bicalutamide Glimepride
Structure \O\
‘O ? A

N

Actual Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Predicted Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Distance 0.611 0.630 0.633

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.222

Enrichment: 0.691

Bayesian Score: -2.809
Mahalanobis Distance: 12.697

Mahalanobis Distance p-value: 0.00143

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -857146788: [*]C(=[*])C1CC1

3. Unknown ECFP_2 feature: 600440273: [*][c]1:[*]:[*]:[nH]:n:1

4.  Unknown ECFP_2 feature: -1341194584: [*]S(=[*])(=[*])CC1[*][*]1

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 2082767335 0.617 P out of 2
o,
| N
NH
Sl
[*][0‘171)1[*]1[0]21[*]1
[TLel(*D:[el:2:]
cH]:[cH]:1




ECFP_6 1049768340 0.424 1 out of 1
"4
A
NH
v‘;? b
["IN[e]1:n:[*1:["]:[c
1:1:[*]
ECFP_6 177077903 0.279 1 out of 9
o
o
NH
B
[IN[C]GIeHT"T):[c
HI["]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
ECFP_6 1219423964 -0.935 0 out of 5
o,
N
NH
o
(LKD)l 1:[cH
1:PTLel:I*T):eH]
:[cH]A
ECFP_6 2090328339 NF -0.657 0 out of 3
NH' o
~
0 NH
El
[*]CC1CC1
ECFP_6 2007300961 -0.652 5 out of 34
o,
N
7
(el L:Lel[):

[cH]:[cH]:[cH]:1
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TOPKAT_Mouse_Female FDA_Single _vs_ Multiple

(0]
[e]
- | Ny
N s N
H
H
N S
) |
O/ \
C27H21N30382
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name

Glimepride

Simvastatin

Lovastatin

Structure

Actual Endpoint

Single-Carcinogen

Multiple-Carcinogen

Multiple-Carcinogen

Predicted Endpoint

Single-Carcinogen

Multiple-Carcinogen

Multiple-Carcinogen

Distance

0.689

0.769

0.778

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.280

Enrichment: 0.683

Bayesian Score: -4.046
Mahalanobis Distance: 12.931

Mahalanobis Distance p-value: 6.28e-005

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]: 1:[*]
3. Unknown ECFP_2 feature: -1670580914: [*]|C(=[*])[c]1:s:[*]:[*]:[c]:1[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set

ECFP_4 11531301414 0.351 1 out of 1

O

S N

H@g&@

(1O [e)([*D:I¥
TTLel 1]




ECFP_4 35262808 p 0.351 1 out of 1
O
st
£
(el CECLLel:
[*]):s:1
ECFP_4 394876384 0.351 1 out of 1
by
S aSy
S N
H?}gr_@
[*IN[c]1:[cH]:[*]:[cH
J:[cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
ECFP_4 197523368 p -0.968 0 out of 4
[¢]
Z (0]
O
[FICNC(=["D["]
ECFP_4 1255706725 p -0.657 1 out of 7
O
Z (¢]
B‘J}_‘NH
* =
["ICO[C]:[D:I]
ECFP_4 11426923364 p -0.597 0 out of 2
O
s i
TS N
ZH S]l
(el [*:[eH]:
s:1







11

TOPKAT_Mouse_Male_FDA None_vs_Carcinogen

\
O—NnN
(0]
N\ o .
N (0]
\/\/
OO
(@]

CZQHZGNZOG

Molecular Weight: 498.52653

ALogP: 4.994

Rotatable Bonds: 10
Acceptors: 6
Donors: 0

Structural Similar Compounds

Name Nefazodone Ketoconazole Verapamil
Structure ‘
| N/\
K/"

o\/\\“/
T

Actual Endpoint

Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint

Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance

0.576

0.670

0.671

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.205

Enrichment: 0.696

Bayesian Score: -4.681
Mahalanobis Distance: 15.420

Mahalanobis Distance p-value: 1.38e-008

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
FCFP_6 757274319 0.676 P out of 2
b'N o o Or

(el T["-o:[c]
A[c]2:[cH]:[cH]:[cH
J:[cH]:[cH]:2




FCFP_6 391786003 0.668 3 out of 4
b'N o o Or
N. @)
&~odo
["ICOC(=0)[c]1:[e)(*
ENERECREY]
FCFP_6 822674211 0.517 P out of 3
O'N o ° O,—
Ne 0.
oo
["ICCCN1C(E="NII]
el1]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
FCFP_6 170433048 -0.839 0 out of 5
b'N o ° O(
&~odo
(o]
[ICCN1C(=0)C(=["))[c
JCED:LeN:[eH):
]
FCFP_6 1674955425 -0.719 0 out of 4
O'N o o O,—
N0
&~odo
[*O[c]1:[cH]:[*]:[c]
2Tl D
c]:2:[cH]:1
FCFP_6 564869443 -0.719 0 out of 4
O‘N o ° r

[“IWN=C/I\C(=[*T)N([*
Dicl2:[cH]:[*):[cH]
:[cH]:[c]1:2
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Structural Similar Compounds

S o) Name Thiabendazole Aspirin Ethionamide
// Structure
/ N I
—= ] o o
N
=
oO—_ 0~ “oH
Actual Endpoint Non-Carcinogen Non-Carcinogen Carcinogen

ClOHSOSS ) Predicted Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Molecular Weight: 208.23372 Distance 0,549 0.568 0579
ALogP: 2.596 Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Rotatable Bonds: 2
Acceptors: 3
Donors: 1

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Model Prediction
Prediction: Carcinogen 1
Probability: 0.320

Enrichment: 1.089

Bayesian Score: 0.523
Mahalanobis Distance: 13.977

All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

S (o}
O—
(el 1::0*:Le]2:

[cH]:[cH]:[cH]:[cH]:
[c]:1:2

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
Mahalanobis Distance p-value: 7.12e-006 training set
Prediction: Positive if the Bayesian score is above the estimated FCFP 6 387072142 0.477 1 out of 8




FCFP_6

-1320007763

S 0
Y OH
O—

Mlelt [0 [c]2:
[*1:[cH]:[cH]:[cH]:[
cl:1:2

0.348

6 out of 15

FCFP_6

1539132615

S 0
O—

FICE=DIe:s:[*]:
WHC R

0.328

19 out of 51

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

FCFP_6

-548632217

S 0
O—

[IC(=["NO

-0.383

O out of 52

FCFP_6

-1549222613

S, 0
O—

FLelCINC(=0)0

-0.351

1 out of 7

FCFP_6

S /o
/ OH
O\

[10

-0.308

15 out of 79
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TOPKAT_Mouse_Male_FDA None_vs_Carcinogen

S o)
/ OH
O
so
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Nithiazide Sulfisoxazole Furothiazole
Structure -O\
/N‘ 2N
0’ -
_d H,N
—N
NH 0 )
2 N
o:< °© \ﬂ
<NH
Actual Endpoint Carcinogen Non-Carcinogen Carcinogen
Predicted Endpoint Carcinogen Carcinogen Carcinogen
Distance 0.564 0.580 0.590
Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug
Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing &
Res.) Sept. 1997 Res.) Sept. 1997 Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.321

Enrichment: 1.091

Bayesian Score: 0.549
Mahalanobis Distance: 14.730

Mahalanobis Distance p-value: 3.05e-007

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
FCFP_6 -387072142 s o 0.477 Yl out of 8
O:
H,N ©

[c]:1:2

[ e el2:
[cH]:[cH]:[cH:[cH:




FCFP_6

566058135

[*JCC(=O)N

0.447

17 out of 40

FCFP_6

-1320007763

S 0

/

O

OH

H,N

(Ml e)2:

[*1:[cH]:[cH]:[eH]:[
cl:1:2

0.348

6 out of 15

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

FCFP_6

-548632217

S o)
Y OH
o
e
H,N

[IC(=["DO

-0.383

O out of 52

FCFP_6

-1549222613

S 0
e

H,N

(o]

[LeCITC(=0)0

-0.351

1 out of 7

FCFP_6

S 0
<.

-0.308

15 out of 79




29 TOPKAT_Mouse_Male_FDA None_vs_Carcinogen

s //o Structural Similar Compounds
/ oH Name Omeprazole Lansoprazole Suprofen
Structure
(o]
\
o
b S
-
N—o"
0
Actual Endpoint Non-Carcinogen Carcinogen Carcinogen
ClGHllNOSS ) Predicted Endpoint Non-Carcinogen Carcinogen Carcinogen
Molecular Weight: 329.32724 Distance 0635 0654 0667
ALogP: 4.074 Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug
Rotatable Bonds: 5 Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing &
. Res.) Sept. 1997 Res.) Sept. 1997 Res.) Sept. 1997
Acceptors: 5
Donors: 1 . -
Model Applicability
Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]:[cH]:[*):[cH]:[*]
Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[IN+](=O)[O-]
Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Prediction: Carcinogen

Probability: 0.280

Enrichment: 0.950

Bayesian Score: -1.007

Mahalanobis Distance: 15.871
Mahalanobis Distance p-value: 1.67e-009
L i o i e i Snd it | [Feature Contribution
negative rate.

ok wnE

Probability: The esimated probability that the sample is in the TOp features for pOSItIVG contribution

positive category. This assumes that the Bayesian score follows - - - " " -
a normal distribution and is different from the prediction using a Fingerprint Bit/Smiles feature Structure [Score Carcinogen in
cutoff. training set
Enrichment: An estimate of enrichment, that is, the increased

likelihood (versus random) of this sample being in the category. FCFP_6 387072142 s o 0.477 4 out of 8
Bayesian Score: The standard Laplacian-modified Bayesian @L/z—'OH

score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the °

distance to the center of the training data. The larger the MD, the

less trustworthy the prediction. .

Mahalanobis Distance p-value: The p-value gives the fraction of o

training data with an MD greater than or equal to the one for the [*][c]1:[*]:[*]:[c]§

given sample, assuming normally distributed data. The smaller [cHI:[cHE:[cH]:[cH]:

the p-value, the less trustworthy the prediciton. For highly non- e '

normal X properties (e.qg., fingerprints), the MD p-value is wildly [c]:1:2

inaccurate.




FCFP_6

-1320007763

S, o
CIo-,
Ob
(el P11

[*]:[cH]:[cH]:[cH]:[
cl:1:2

0.348

6 out of 15

FCFP_6

1539132615

Ob
4
FIC(=0DIe]t:s:[):
WECRIY!

0.328

19 out of 51

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

FCFP_6

-548632217

-0.383

O out of 52

FCFP_6

-1549222613

CLHClCINC(=0)0

-0.351

1 out of 7

FCFP_6

907036844

S (e}
Ob
e
["10C[e]C:[ D[]

-0.313

3 out of 17
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S /o Structural Similar Compounds
/ / Name Omeprazole Lansoprazole Suprofen
OH Structure
(0] \

o

=
o rN S /3
- -
N o
H

O
N
\
(0]
Actual Endpoint Non-Carcinogen Carcinogen Carcinogen
ClGHllNOSS ) Predicted Endpoint Non-Carcinogen Carcinogen Carcinogen
Molecular Weight: 329.32724 Distance 0637 0.656 0.670
ALogP: 4.074 Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug
Rotatable Bonds: 5 Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing &
Acceptors: 5 Res.) Sept. 1997 Res.) Sept. 1997 Res.) Sept. 1997
Donors: 1 . -
Model Applicability
Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]:[cH]:[*):[cH]:[*]
Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[IN+](=O)[O-]
Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Prediction: Carcinogen

Probability: 0.286

Enrichment: 0.973

Bayesian Score: -0.737

Mahalanobis Distance: 15.871
Mahalanobis Distance p-value: 1.67e-009
L i o i e i Snd it | [Feature Contribution
negative rate.

ok wnE

Probability: The esimated probability that the sample is in the TOp features for pOSItIVG contribution

positive category. This assumes that the Bayesian score follows - - - " " -
a normal distribution and is different from the prediction using a Fingerprint Bit/Smiles feature Structure [Score Carcinogen in
cutoff. training set
Enrichment: An estimate of enrichment, that is, the increased

likelihood (versus random) of this sample being in the category. FCFP_6 387072142 s o 0.477 4 out of 8
Bayesian Score: The standard Laplacian-modified Bayesian @E/e—k

score. OH

Mahalanobis Distance: The Mahalanobis distance (MD) is the o

distance to the center of the training data. The larger the MD, the ;

less trustworthy the prediction. o

Mahalanobis Distance p-value: The p-value gives the fraction of %

training data with an MD greater than or equal to the one for the Ml EM:lcl2:

given sample, assuming normally distributed data. The smaller [eH]:[cHL:[cH]:[cH:

the p-value, the less trustworthy the prediciton. For highly non- i '

normal X properties (e.qg., fingerprints), the MD p-value is wildly [c]:1:2

inaccurate.




FCFP_6

-1320007763

(el L:[T:[el2:
[*1:[cHI:[cH]:[cH][
cl:1:2

0.348

6 out of 15

FCFP_6

1539132615

FICE=DIe:s:[):
WECRIY!

0.328

19 out of 51

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

FCFP_6

-548632217

-0.383

O out of 52

FCFP_6

-1549222613

[LeCITC(=0)0

-0.351

1 out of 7

FCFP_6

907036844

S (]
o]
N

(@)

["IOCel(:["):["]

-0.313

3 out of 17
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S /o Structural Similar Compounds
/ / Name Omeprazole Lansoprazole Suprofen
OH Structure
-O \
0] | o

=
o rN S /3
-
N o
H

Actual Endpoint Non-Carcinogen Carcinogen Carcinogen
ClGHllNOSS ) Predicted Endpoint Non-Carcinogen Carcinogen Carcinogen
Molecular Weight: 329.32724 Distance 0636 0.656 0.669
ALogP: 4.074 Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug
Rotatable Bonds: 5 Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing &
Acceptors: 5 Res.) Sept. 1997 Res.) Sept. 1997 Res.) Sept. 1997

Donors: 1

Model Applicability
Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]:[cH]:[*):[cH]:[*]
Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[IN+](=O)[O-]
Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Prediction: Carcinogen

Probability: 0.278

Enrichment; 0.944

Bayesian Score: -1.081

Mahalanobis Distance: 16.120
Mahalanobis Distance p-value: 5.06e-010
L RS RS i | |Feature Contribution
B?ggggﬁitrya:\t?'he esimated probability that the sample is in the TOp features for positive contribution

positive category. This assumes that the Bayesian score follows - - - " " -
a normal distribution and is different from the prediction using a Fingerprint Bit/Smiles fFeature Structure [Score Carcinogen in

cutoff, training set
Enrichment: An estimate of enrichment, that is, the increased

likelihood (versus random) of this sample being in the category. FCFP_6 387072142 s o 0.477 4 out of 8
[ I /? (

ok wnE

Bayesian Score: The standard Laplacian-modified Bayesian
score. OH
Mahalanobis Distance: The Mahalanobis distance (MD) is the o o,
distance to the center of the training data. The larger the MD, the No
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of

training data with an MD greater than or equal to the one for the el : 1 c)2:
given sample, assuming normally distributed data. The smaller [cHI:[cHE[eHE[eH]:
the p-value, the less trustworthy the prediciton. For highly non- e '
normal X properties (e.qg., fingerprints), the MD p-value is wildly [c]:1:2
inaccurate.




FCFP_6 11320007763 s o 0.348 6 out of 15
<,
[} o,
o
(eI e)2:
[*1:[cH]:[cH]:[cH]:[
cl:1:2
FCFP_6 11539132615 s o 0.328 19 out of 51
o o,
% ,N=0
[IC(=0DIel1:s:[*]:
[(T:LelA"]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
FCFP_6 1548632217 s. o -0.383 O out of 52
o Q
o
["IC(=[")O
FCFP_6 -1549222613 s -0.351 1 out of 7
C[/e—(
[:elCINC(=0)0
FCFP_6 907036844 s o -0.313 3 out of 17
.
o) Ke)
\,( oo
["JOCLe]C:[*):[*]
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— 0
o
o}
N7
s N
H
H
N
/
o} :;
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name Glyburide Glimepride Fluvastatin
Structure ~ \O\
o © O/)\NH
og!

Actual Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Distance 0.593 0.594 0.620

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.362

Enrichment: 1.230

Bayesian Score: 1.881
Mahalanobis Distance: 17.436

Mahalanobis Distance p-value: 6.98e-013

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
FCFP_6 1581879738 0.770 Yl out of 5

HJ:[*]:[cH]:[cH]:1

[INC(=O)[c]:[cH]:[c




FCFP_6

-1838187238

["IC(=[*DN[c]1 I[CH](Z)
[eHL:[1:[el([*]):[e
HJ:1

0.565

1 out of 7

FCFP_6

-387072142

HN o
[e)

Cr-
s N
2 >—NH
O
(e[ [e]2:
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TOPKAT_Mouse_Male_FDA None_vs_Carcinogen

o
o
Ny
S N
H
H
N
>/—®
o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name

Terfenadine

Astemizole

Pimozide

Structure

Actual Endpoint

Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint

Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance

0.627

0.665

0.692

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.398

Enrichment: 1.353

Bayesian Score: 2.957
Mahalanobis Distance: 17.954

Mahalanobis Distance p-value: 4.71e-014

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
FCFP_6 1581879738 0.770 Yl out of 5

["INC(=O)[c]1:[cH]:[c
HI:[*]:[cH]:[cH]:1




FCFP_6 11838187238 p 0.565 Y out of 7
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FCFP_6 -387072142 p 0.477 1 out of 8
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[c]:1:2
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
FCFP_6 007036844 p -0.313 3 out of 17
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S NH:
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TOPKAT_Mouse_Male_FDA None_vs_Carcinogen

0
[e]
N/
S N
H
H
NN
//
0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glyburide

Fluvastatin

Flecainide

Structure

Actual Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance 0.639

0.655

0.673

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.336

Enrichment: 1.141

Bayesian Score: 1.045
Mahalanobis Distance: 17.597

Mahalanobis Distance p-value: 3.03e-013

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are w

ithin expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
FCFP_6 11838187238 0.565 Y out of 7
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TOPKAT_Mouse_Male_FDA None_vs_Carcinogen

(0]
(o]
- | Ny
N s N
H
H
N S
) |
O/ \
C27H21N30382
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glyburide Glimepride Fluvastatin
Structure ~ \O\
o © O/)\NH
og!

Actual Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Distance 0.637 0.672 0.704

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.365

Enrichment: 1.242

Bayesian Score: 1.989
Mahalanobis Distance: 19.066

Mahalanobis Distance p-value: 1.24e-016

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC23 out of range. Value: 3.6488. Training min, max, SD, explained variance: -3.8399,

3.416, 1.099, 0.0127.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
FCFP_6 11838187238 0.565 4 out of 7
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Co-crystallized ligand

TOPKAT_Mouse_Male_FDA None_vs_Carcinogen

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name

Fluvastatin

Torsemide

Bicalutamide

Structure

Actual Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Predicted Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Distance 0.623 0.624 0.624

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.303

Enrichment: 1.029

Bayesian Score: -0.115
Mahalanobis Distance: 14.190

Mahalanobis Distance p-value: 3e-006

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
FCFP_6 155265897 17 out of 34
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TOPKAT_Mouse_Male FDA_Single_vs_Multiple

C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name

Ethionamide

Suprofen

Nitroacetophenetide

Structure

NH

Actual Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance

0.588

0.616

0.659

Reference

Eval.& Res./Off.

US FDA (Centre for Drug
Res.) Sept. 1997

Testing &

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction

Prediction: Single-Carcinogen
Probability: 0.146

Enrichment: 0.486

Bayesian Score: -10.221

Mahalanobis Distance: 12.909
Mahalanobis Distance p-value: 0.000116

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set

FCFP_12 1977641857 s o P-105 D out of 5

7 OH
O\
CIe:ITCLel:
[*]):[c]:10C
Top Features for negative contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
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TOPKAT_Mouse_Male FDA_Single_vs_Multiple

S o)
/ OH
O
so
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Nithiazide Sulfamethazine Furothiazole
Structure -O\
/N‘ //\
o’ VT
—
NH

NH,

Actual Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance

0.587

0.641

0.644

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.157

Enrichment: 0.520

Bayesian Score: -12.776
Mahalanobis Distance: 14.265

Mahalanobis Distance p-value: 9.67e-006

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set

FCFP_12 1070061035 S o 0.135 13 out of 33

/ OH
o)
3,
H,N
[IC=I"DN
Top Features for negative contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
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TOPKAT_Mouse_Male FDA_Single_vs_Multiple

S o
4
/ OH
0
N—o
O 7

C,eH;;NOS
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

Lansoprazole

Suprofen

Oxaprocin

Structure

Actual Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance

0.676

0.713

0.756

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.148

Enrichment: 0.490

Bayesian Score: -10.828
Mahalanobis Distance: 15.545

Mahalanobis Distance p-value: 9.35e-007

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

ok wnE

All properties and OPS components are within expected ranges.

Unknown FCFP_2 feature

Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:

1 5: [*[O]

-828984032: [*][N+](=[*DIc]GIcHI:[*D:[cHI:[*]
-1338588315: [*]:[c](:*])[N+](=0)[O-]
1872392852: [*][N+](=0O)[*]

260476081: [*][N+](=[*])[O-]

Feature Contribution
Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure [Score

Multiple-
Carcinogen in
training set
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TOPKAT_Mouse_Male FDA_Single_vs_Multiple

S o
4
72
O
o
N
\W\
(0]
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

Lansoprazole

Suprofen

Oxaprocin

Structure

Actual Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance

0.675

0.713

0.756

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.148

Enrichment: 0.493

Bayesian Score: -11.121
Mahalanobis Distance: 15.545

Mahalanobis Distance p-value: 9.35e-007

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

ok wnE

All properties and OPS components are within expected ranges.

Unknown FCFP_2 feature

Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:

1 5: [*[O]

-828984032: [*][N+](=[*DIc]GIcHI:[*D:[cHI:[*]
-1338588315: [*]:[c](:*])[N+](=0)[O-]
1872392852: [*][N+](=0O)[*]

260476081: [*][N+](=[*])[O-]

Feature Contribution
Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure [Score

Multiple-
Carcinogen in
training set
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TOPKAT_Mouse_Male FDA_Single_vs_Multiple

S o]
72
0
° \ L
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

Lansoprazole

Suprofen

Oxaprocin

Structure

Actual Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance

0.674

0.710

0.754

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.148

Enrichment: 0.491

Bayesian Score: -10.958
Mahalanobis Distance: 15.706

Mahalanobis Distance p-value: 6.99e-007

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

ok wnE

All properties and OPS components are within expected ranges.

Unknown FCFP_2 feature

Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:

1 5: [*[O]

-828984032: [*][N+](=[*DIc]GIcHI:[*D:[cHI:[*]
-1338588315: [*]:[c](:*])[N+](=0)[O-]
1872392852: [*][N+](=0O)[*]

260476081: [*][N+](=[*])[O-]

Feature Contribution
Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure [Score

Multiple-
Carcinogen in
training set




FCFP_12

-548632217

-1.402

0 out of 9

FCFP_12

178336375

[*I:[cH):[e]1:s:[*]i]
el

-0.994

0 out of 5

FCFP_12

[10

-0.710

P out of 15
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TOPKAT_Mouse_Male FDA_Single_vs_Multiple
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C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name

Glimepride

Bicalutamide

Primidolol

Structure

Actual Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint

Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance

0.622

0.717

0.785

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.144

Enrichment: 0.477

Bayesian Score: -14.177
Mahalanobis Distance: 19.587

Mahalanobis Distance p-value: 8.33e-010

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC2 out of range. Value: 5.1119. Training min, max, SD, explained variance: -5.2888,
4.2744, 2.566, 0.1229.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set

FCFP_12 427906732 0.400 1 out of 1

H,

o)
C=
s N
2 >—NH
O
[*INC[c]1:[cH]:[cH]:[
*TLel():[eH]:A




FCFP_12 007096426 - 0.400 1 out of 1
2N 0
ot
Cr¥=
S NH
NH
O O
FINCIe] )]
FCFP_12 1581879738 " 0.239 P out of 4
o [¢]
o
S N
NH
O
[“INC(=O)[c]1:[cH]:[c
HI:[*]:[cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
FCFP_12 1294255210 . -1.626 0 out of 12
o [e]
C
S N
NH
o O
FICEIDNICIC):
[
FCFP_12 590925877 -0.998 1 out of 13
H2
oI
Sani
S N
bg,_OH
[IN[e]:[eH]:["]):[e
HI:[*]
FCFP_12 11977359400 N -0.994 0 out of 5
2" w0

[IC(=[)COLe]1:[e](
[ RERECRE
1
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TOPKAT_Mouse_Male FDA_Single_vs_Multiple

(o]
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S N
H
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o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name Simvastatin Glimepride Lovastatin
Structure \O\
O/)\NH
og!

Actual Endpoint Multiple-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Predicted Endpoint Multiple-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Distance 0.831

0.833

0.854

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.155

Enrichment: 0.516

Bayesian Score: -12.518
Mahalanobis Distance: 20.642

Mahalanobis Distance p-value: 1.49e-010

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC2 out of range. Value: 5.0183. Training min, max, SD, explained variance: -5.2888,

4.2744, 2.566, 0.1229.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set

FCFP_12 427906732 0.400 1 out of 1

¥
Vg

[INCc]1:[cH]:[cH][
“JLe)([*]):[eH]:




FCFP_12 0907096426 p 0.400 1 out of 1
[e]
G
S NH
NH
O O
[INCCICI):*]
FCFP_12 1581879738 0.239 P out of 4
b
C
S N
2 >—NH
O
[INC(=0)[c]1:[cH]:[c
HI:[*T:[cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
FCFP_12 1294255210 p -1.626 0 out of 12
2 >—le-|_0
FIC(=IDNLE]CLD):
[']
FCFP_12 590925877 p -0.998 1 out of 13
b O
[IN[c](: [0H] [*]) [c
FCFP_12 178336375 p -0.994 0 out of 5
O
C-
S N
NH
O O
[*I:[cH):[c]1:s:[*]:]
*Tlel: 1]
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TOPKAT_Mouse_Male FDA_Single_vs_Multiple

0
[e]
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S N
H
H
NN
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0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glimepride

Bicalutamide

Simvastatin

Structure

Actual Endpoint Single-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Predicted Endpoint Single-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Distance 0.729

0.740

0.764

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.146

Enrichment: 0.484

Bayesian Score: -13.940
Mahalanobis Distance: 20.711

Mahalanobis Distance p-value: 1.34e-010

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC2 out of range. Value: 5.4108. Training min, max, SD, explained variance: -5.2888,

4.2744, 2.566, 0.1229.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set

FCFP_12 427906732 0.400 1 out of 1

o0
Lrey

[INCc]1:[cH]:[cH]:[
“JLe)(*]):[eH]:




FCFP_12 547884906 0.400 1 out of 1
b
waf
S N
NH
[*Iiel1:[*):[cH]:[cH]
:n:[cH]:A
FCFP_12 0907096426 p 0.400 1 out of 1
[¢]
G
S NH
NH
& LN
[INCLe] )]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
FCFP_12 1294255210 -1.626 0 out of 12
b
Cr-
S N
NH
O tad
FICEIDNICIC):
[
FCFP_12 590925877 -0.998 1 out of 13
b
(:f‘H‘tt
S N
NH
tad
[FIN[e]:[eH]:["]):[e
HI[]
FCFP_12 178336375 p -0.994 0 out of 5
O
Cc- :
S N
NH O
] N
[*I:[cH):[c]1:s:[*]:]
el 1]
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TOPKAT_Mouse_Male FDA_Single_vs_Multiple
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C27H21N30382
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glimepride

Bicalutamide

Simvastatin

Structure

Actual Endpoint Single-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Predicted Endpoint Single-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Distance 0.724

0.733

0.798

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.138

Enrichment: 0.460

Bayesian Score: -14.779
Mahalanobis Distance: 20.892

Mahalanobis Distance p-value: 1e-010

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC2 out of range. Value: 5.424. Training min, max, SD, explained variance: -5.2888,

4.2744, 2.566, 0.1229.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set

FCFP_12 427906732 0.400 1 out of 1

P

O

gay

[*INC[c]1:[cH]:[cH]:[
*TLel(D):

ey

[cH]:1




FCFP_12 007096426 p 0.400 1 out of 1
[¢]
Z O
o =
FINCLCI[*D:"]
FCFP_12 547884906 0.400 1 out of 1
bY
O
Cf‘*
N*H—éj
[*lle]1:[*T:[cH:[cH]
:n:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
FCFP_12 1294255210 -1.626 0 out of 12
b
7S N
H?}gv_@
FIC(=IDNICICL):
[
FCFP_12 590925877 -0.998 1 out of 13
b
=
S N
bg&@
[IN[c](:[eH]:["]):[c
HI:[*]
FCFP_12 1462709112 -0.994 0 out of 5
by
O
S N
H?}Fd
(IC(=0DIe]1:[eHIL
cH]:[cH]:s:1







Co-crystallized ligand

TOPKAT_Mouse_Male FDA_Single_vs_Multiple

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name Glimepride

Bicalutamide

Primidolol

Structure

Actual Endpoint Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance 0.667

0.692

0.751

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.146

Enrichment: 0.484

Bayesian Score: -9.555
Mahalanobis Distance: 14.646

Mahalanobis Distance p-value: 4.8e-006

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: 262592487: [*]:[c]1:[*]:[*]:n:[nH]:1

3. Unknown FCFP_2 feature: 1747267175: [*][c]1:[*]:[*]:[nH]:n:1

4.  Unknown FCFP_2 feature: 1018942292: [*]CS(=0)(=O)N[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set

FCFP_12 -1043339860 0.349 12 out of 24

47
v

[IC(=["7)C1CC

o,




FCFP_12 155265897 HY 0.282 B out of 17
NHo
~
O NH
S
[*IC(=[*'])C1CC1
FCFP_12 307448885 0.174 1 out of 2
o
| N
NH
v‘;? )
[:leHE:[e]1:InHT:[*
1Ll
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
FCFP_12 1294255210 -1.626 0 out of 12
o
A
NH
v‘fﬂ
FIC(=L"DNIE]CLD):
[']
FCFP_12 11151884458 -1.112 0 out of 6
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26 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
Structural Similar Compounds
S O Name PHENOL;2;4-DICHLORO- |Furil; monooxime BENZOIC ACID;2-
// 6-NITRO CHLORO-4-NITRO-
Structure cl cl _
?
OH N,
o)
OH
OH
oO— S |
_ - cl o]
0~ Yo
CoHgO3S Actual Endpoint Moderate_Severe Moderate_Severe Moderate_Severe
Molecular Weight: 208.23372 Predicted Endpoint Moderate_Severe Moderate_Severe Moderate_Severe
ALogP: 2.596 Distance 0.485 0.495 0.580

Rotatable Bonds: 2
Acceptors: 3
Donors: 1

Reference

28ZPAK-;80;72

Prehled Prumyslove
Toxikologie; Organicke
Latky; Marhold; J. -;793;86

28ZPAK-;91;72

Model Prediction
Prediction: Mild

Probability: 0.802
Enrichment; 1.164

Bayesian Score: -0.938
Mahalanobis Distance: 9.900

Mahalanobis Distance p-value: 0.119

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
FCFP_10 1548632217 B o 0.319 54 out of 59
/
7 OH
O\
["IC(=["1)O




FCFP_10

2047994594

[*llc]1:s:[c]2:[cHI:[
cHJ:[cH]:[cH]:[c]:2:
[e]:1[]

0.294

3 out of 3

FCFP_10

-1716224640

[*l[c]1:s:[c]2:[cH]:[
cHI:[*]:[cH]:[c]:2:[
cl:1[*]

0.294

3 out of 3

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set
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S 0
Y OH
O\

(el Lel:
[*]):[c]:10C

-0.780

4 out of 15
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-1320007763

S (o}
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O~

[Mel1: [ e)2:
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-0.316

19 out of 40
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S /o
/ OH
O\

[loC

-0.316

16 out of 96




27 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
S o) Structural Similar Compounds
// Name 1- 2-NAPHTHALENE NAPHTHENESULFONIC
/ NAPHTHALENESULFONI | SULFONIC ACID;5- ACID;2-HYDROXY-
C ACID; 2-AMINO- AMINO-
OH
Structure
0} (0]
o HO _Il_0O NH, HO _Il_O
H,N HO
so _OH
H,N \O\ o
C;;HgNO,S - - -
Molecular Weight: 251.25846 Actur?\I Endpoint - M?Id M!Id Moderate_Severe
ALogP: 1.45 Predicted Endpoint Mild Mild Moderate_Severe
Distance 0.543 0.556 0.557

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Reference

28ZPAK-;187;72

28ZPAK-;187;72

28ZPAK-;186;72

Model Prediction
Prediction: Moderate _Severe
Probability: 0.833

Enrichment: 1.208

Bayesian Score: 0.702
Mahalanobis Distance: 10.798

Mahalanobis Distance p-value: 0.00969

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
FCFP_10 1548632217 o [0.319 54 out of 59

[IC(=[")O
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2047994594
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0.294

3 out of 3
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0.294

3 out of 3
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-0.316

19 out of 40

FCFP_10

713358128

H,N

(1T el2:[*):[eH

J:[cH]:[cH]:[c]:2:s:
1

-0.307

8 out of 17
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21 out of 43




29 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
s //o Structural Similar Compounds
/ oH Name BENZOIC ACID; 5- PHENOL;2-SEC-BUTYL- ETHER; (p-
(CHLOROSULFONYL)-2;4- | 4;6-DINITRO- NITROPHENYL)
DICHLORO- (alpha;alpha;alpha-
o TRIFLUORO-2-NITRO-p-
TOLYL)
Structure o o .o
Cl \\ \//O O\\N,/O N
o @
N—o" !
o o
I o
Ci6H1;NOgS g I OH N
Molecular Weight: 329.32724 °
ALogP: 4.074 Actual Endpoint Moderate_Severe Moderate_Severe Moderate_Severe
Rotatable Bonds: 5 Predicted Endpoint Moderate_Severe Moderate_Severe Moderate_Severe
Acceptors: 5 Distance 0.660 0.664 0.703
Donors: 1 Reference FCTOD7 20;573;82 28ZPAK-;108;72 CIGET* -;-;77

Model Prediction
Prediction: Mild

Probability: 0.798
Enrichment: 1.158

Bayesian Score: -1.079
Mahalanobis Distance: 9.407

Mahalanobis Distance p-value: 0.301

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

2 Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*D:[cH]:[*]
3. Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[N+](=O)[O-]

4.  Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

5 Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
FCFP_10 1548632217 s. o 0.319 54 out of 59
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30 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
s /o Structural Similar Compounds
/ { Name BENZOIC ACID; 5- PHENOL;2-SEC-BUTYL- ETHER; (p-
OH (CHLOROSULFONYL)-2;4- | 4;6-DINITRO- NITROPHENYL)
DICHLORO- (alpha;alpha;alpha-
TRIFLUORO-2-NITRO-p-
0 TOLYL)
Structure o oL 0
Cl \\ \//O O\\N,/O N
° @
+ cl
N\
\
o] o °
> ) o
Ci6H1;NOgS 3 ‘ ‘ OH N
Molecular Weight: 329.32724 °
ALogP: 4.074 Actual Endpoint Moderate_Severe Moderate_Severe Moderate_Severe
Rotatable Bonds: 5 Predicted Endpoint Moderate_Severe Moderate_Severe Moderate_Severe
Acceptors: 5 Distance 0.660 0.665 0.704
Donors: 1 Reference FCTOD7 20;573;82 28ZPAK-;108;72 CIGET* -;-;77

Model Prediction
Prediction: Mild

Probability: 0.787
Enrichment: 1.142

Bayesian Score: -1.478
Mahalanobis Distance: 9.407

Mahalanobis Distance p-value: 0.301

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

2 Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*D:[cH]:[*]
3. Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[N+](=O)[O-]

4.  Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

5 Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set

FCFP_10 -548632217 s o 0.319 54 out of 59
C
O

[IC(=["NO
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31 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
S /o Structural Similar Compounds
/ / Name BENZOIC ACID; 5- PHENOL;2-SEC-BUTYL- |ETHER; (p-
OH (CHLOROSULFONYL)-2;4- | 4;6-DINITRO- NITROPHENYL)
DICHLORO- (alpha;alpha;alpha-
- TRIFLUORO-2-NITRO-p-
o) O TOLYL)
\
N Structure o 0L 20
=0 C\\H//O o\\N,/o
. @
O,
0
> ) o
Ci6H1;NOgS 3 ‘ ‘ OH N
Molecular Weight: 329.32724 °
ALogP: 4.074 Actual Endpoint Moderate_Severe Moderate_Severe Moderate_Severe
Rotatable Bonds: 5 Predicted Endpoint Moderate_Severe Moderate_Severe Moderate_Severe
Acceptors: 5 Distance 0.659 0.664 0.703
Donors: 1 Reference FCTOD7 20;573;82 287ZPAK-;108;72 CIGET* -;-;77

Model Prediction
Prediction: Mild

Probability: 0.801
Enrichment: 1.163

Bayesian Score: -0.963
Mahalanobis Distance: 9.407

Mahalanobis Distance p-value: 0.301

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

2 Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*D:[cH]:[*]
3. Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[N+](=O)[O-]

4.  Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

5 Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set

FCFP_10 548632217 s o 0.319 64 out of 59
a
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34 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

AN Structural Similar Compounds
Name 1-AMINO-4- 4;4'-DIAMINO-1;1'- ANTHRAQUINONE; 1-((2-
o BENZOYLAMINO- DIANTHRIMIDE HYDROXYETHYL)AMINO)-
ANTHRAQUINONE 4-(METHYLAMINO)-
(0]
\ / Structure NH, O N o
s \ NH, O \
H
H OO
NH 2 NH
O/ e} J/
HO
CoslaaN:04S Actual Endpoint Mild Mild Mild
Molecular Weight: 459.51694 P
ALogP: 3.396 Predicted Endpoint Mild Mild Mild
Rotatable Bonds: 8 Distance 0.774 0.785 0.805
. Reference 28ZPAK-;124;72 28ZPAK-;125;72 28ZPAK 245;72
Acceptors: 4
Donors: 3 . -
Model Applicability
Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.
Prediction: Mild 1.  All properties and OPS components are within expected ranges.
Probability: 0.077
Enrichment: 0.112 Feature Contribution
Bayesian Score: -11.500 Top features for positive contribution
Mahalanobis Distance: 10.633 Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
Mahalanobis Distance p-value: 0.0166 n training set
Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false FCFP_10 907096426 HN_ o 0.332 > out of 5
negative rate. oj
Probability: The esimated probability that the sample is in the o
positive category. This assumes that the Bayesian score follows m—«
a normal distribution and is different from the prediction using a $ NH
cutoff. @‘NH
Enrichment: An estimate of enrichment, that is, the increased O*—@
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian . -
score. o o _ [INC[e](:[']):[]
Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.
Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.
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35 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

Structural Similar Compounds

Name ANTHRAQUINONE; 1;4- DINAPHTHO(1;2;3- 2-(1'-ANTHRAQUINONYL)-
BIS(p-TOLYLAMINO)- CD:3';2";1'-IM)PERYLENE- | AMINOBENZANTHRONE
o) 5;10-DIONE;16;17-
DIHYDROXY

\ / Structure
Ve
"
@ O‘O =90
7

OHHO
[e]

0 NH
CyoH,,N,0,S °

Molecular Weight: 492.58816

Actual Endpoint Moderate_Severe Mild Mild
ALogP: 6.126 Predicted Endpoint Mild Mild Mild
Rotatable Bonds: 8 Distance 0.681 0.719 0.774
Acceptors: 3 Reference 28ZPAK 12472 28ZPAK-1104:72 28ZPAK-;126:72

Donors: 2

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Model Prediction
Prediction: Mild
Probability: 0.024

Enrichment: 0.035 . .
Bayesian Score: -13.233 Feature Contribution

Mahalanobis Distance: 8.377 Top features for positive contribution

Mahalanobis Distance p-value: 0.814 Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set

1.  All properties and OPS components are within expected ranges.

Prediction: Positive if the Bayesian score is above the estimated
ﬁg;g&séo{fa\tlglue from minimizing the false positive and false FCFP_10 007096426 D 332 E out of 5
Probability: The esimated probability that the sample is in the p

positive category. This assumes that the Bayesian score follows 0

a normal distribution and is different from the prediction using a

cutoff. s

likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the FINCIC]CI*D:*
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

0
- . . . ) NH
Enrichment: An estimate of enrichment, that is, the increased @_
NH
0
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65 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
Structural Similar Compounds
Name ANTHRAQUINONE; 1;4- |DINAPHTHO(1;2;3- 1-BENZOYLAMINO-4-
BIS(p-TOLYLAMINO)- CD:3';2";1'-IM)PERYLENE- |METHOXY-5-
o 5;10-DIONE;16;17- CHLORANTHRAQUINONE
DIHYDROXY
\ /0 Structure
O -
S N \‘\NH . 9 o) cl
H o o >
: OO0 | s O
7\
// OHHO NH o
o — N O I
:
C29H23N303S )
Molecular Weight: 493.57622 Actual Endpoint Moderate_Severe Mild Mild
ALogP: 4.976 Predicted Endpoint Mild Mild Mild
Rotatable Bonds: 8 Distance 0.743 0.754 0.775

Acceptors: 4
Donors: 2

Reference

28ZPAK -;124;72

28ZPAK-;104,72

28ZPAK-;90;72

Model Prediction
Prediction: Mild

Probability: 0.558
Enrichment: 0.810

Bayesian Score: -5.522
Mahalanobis Distance: 7.848

Mahalanobis Distance p-value: 0.951

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
FCFP_10 907096426 0.332 5 out of 5

@(&_,0
S NH:
NH
4
%}O»_Q

FINCICICT):]

he




FCFP_10 547884906 0.317 4 out of 4
b
Cr-
S NI
NH
O il
[*Iiel1:[*):[cH]:[cH]
:n:[cH]:A
FCFP_10 1716224640 0.294 3 out of 3
b
oS,
S NI
NH
[*][c]1:s:[c]2:[cHY:[ cN
cH]:[*I:[cH]:[c]:2:[
111
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
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72 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
Structural Similar Compounds
Name DINAPHTHO(1;2;3- ANTHRAQUINONE; 1;4- |ANTHRAQUINONE; 1;1'-
CD:3';2";1'-IM)PERYLENE- |BIS(p-TOLYLAMINO)- IMINODI-
o 5;10-DIONE;16;17-
DIHYDROXY
= ‘ N\ //O Structure o
o - OO
H o o
H HBRL| ool
N
" O~
O// \ OHHO £, o
C27H21N30382'
Molecular Weight: 499.60394 Actual Endpoint Mild Moderate_Severe Mild
ALogP: 4.929 Predicted Endpoint Mild Mild Mild
Rotatable Bonds: 8 Distance 0.789 0.792 0.797

Acceptors: 4
Donors: 2

Reference

28ZPAK-;104,72

28ZPAK -;124;72

28ZPAK-;125;72

Model Prediction
Prediction: Mild

Probability: 0.708
Enrichment: 1.028

Bayesian Score: -3.371
Mahalanobis Distance: 8.130

Mahalanobis Distance p-value: 0.894

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
FCFP_10 907096426 0.332 5 out of 5
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
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27 TOPKAT _Ocular_Irritancy_Moderate vs_Severe

S o) Structural Similar Compounds
// Name NAPHTHENESULFONIC FURIL;DIOXIME O-
/ ACID;2-HYDROXY- TOLUENESULFONAMIDE;
OH N-(2-HYDROXYETHYL)-4-
NITRO-
Structure o
@) o 3
HO ~ ‘ |//O o// O
so HO PN
H N e
2
C,;HgNO,S o
Molecular Weight: 251.25846 Actual Endpoint Moderate Moderate Moderate
ALogP: 1.45 Predicted Endpoint Moderate Moderate Moderate
Rotatable Bonds: 4 Distance 0.581 0.597 0.603
Acceptors: 4 Reference 28ZPAK-;186;72 28ZPAK 28ZPAK-;200;72

Donors: 2

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Model Prediction

Prediction: Moderate 1. OPS PC11 out of range. Value: -3.9999. Training min, max, SD, explained variance: -3.5736,

Probability: 0.382 4.4401, 1.244, 0.0204.
Enrichment: 0.616
Bayesian Score: -5.988 Feature Contribution

Mahalanobis Distance: 11.595 Tob feat f i el
Mahalanobis Distance p-value: 0.00012 Op features Tor positive contribution

Prediction: Positive if the Bayesian score is above the estimated Fingerprint Bit/Smiles Feature Structure [Score Severe in training

best cutoff value from minimizing the false positive and false set
negative rate.
Probability: The esimated probability that the sample is in the SCFP_12 424485343 S 0 0.263 A3 out of 54
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a / OH
cutoff.

Enrichment: An estimate of enrichment, that is, the increased o
likelihood (versus random) of this sample being in the category.

Bayesian Score: The standard Laplacian-modified Bayesian o
score. H.N
Mahalanobis Distance: The Mahalanobis distance (MD) is the 2
distance to the center of the training data. The larger the MD, the 1~
less trustworthy the prediction. ["IC(="NO
Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.
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1651620003
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e
H,N °
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8 out of 11
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O

H,N
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13 out of 19

Top Featur
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Fingerprint

Bit/Smiles

Feature Structure

Score

Severe in training
S et

SCFP_12

-1357949052

S ¢}
7 OH
o)
3,
H,N

[IC(=["DN

-1.396

0 out of 5

SCFP_12

1310748454

S [¢]
O
e
H,N

Clle:[LLLLelC:
[*]):s:1

-1.038

0 out of 3

SCFP_12

2083824450

s 0
@E/e_«oru
-
[*I:[cH]:[c]1:s: T
el

-1.038

0 out of 3
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Structural Similar Compounds
Name Benzoic acid; p-(N-butyl- |PROPANE 2;2-BIS(3;5- 4;5-EPOXYCYCLO
\ 2-(piperidino)acetamido)-; | DICHLORO-4-(2;3- HEXANE-1;2-
0—N butyl ester; EPOXYPROPOXY)PHENY |DICARBOXYLIC ACID; DI-
\ o o f L)- (2-ETHYL HEXYL)ESTER
o \_-0
Structure
N\/\/O
> 5
o) ? ]
@vko» oo
S~
CoeH26N, O
Molecular Weight: 498.52653 Actual Endpoint Irritant Irritant Irritant
ALogP: 4.994 Predicted Endpoint Non-Irritant Irritant Non-Irritant
Rotatable Bonds: 10 Distance 0.658 0.718 0.735
Acceptors: 6 Reference Arzneimittel-Forschung 28ZPAK-;137;72 AIHAAP 23;95;62
Donors: 0 8;609;58

Model Prediction

Prediction: Non-Irritant
Probability: 0.921
Enrichment: 1.083

Bayesian Score: -3.435
Mahalanobis Distance: 9.747

Mahalanobis Distance p-value: 0.163

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure |[Score Irritant in training
Set
FCFP_12 1747237384 0.208 14 out of 44

(e[ [el:
[*]):0:1




FCFP_12 178336375 0.202 19 out of 19
ON o o of
N0
oo
[*1:[cH]:[c]1:0:[*]:[
el 1]
FCFP_12 713358128 0.200 17 out of 17
ON o o O,—
N0,
o
(el :[:[e12::
[*]:0:[c]:2:[cH]:[cH
11
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
S et
FCFP_12 1157382193 -1.231 0 out of 3
O'N o o Of
Ne. O
oo
CIC:1LELel:
[*):[c]:1C(=0)0CC
FCFP_12 1798628285 -1.096 5 out of 21
b'N o o Of
N. @)
&~odo
el NC(=0)0cC
FCFP_12 391786003 -0.710 13 out of 34

o
NO Of

oo

[ICOC(=O)e1:[el(*
EWENECREY]
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C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name PHENOL;2;4-DICHLORO- |Furil; monooxime BENZOIC ACID;2-
6-NITRO CHLORO-4-NITRO-
Structure cl cl _
9
N,
o
OH
OH
. |
N - Cl 0
—~
0~ o
Actual Endpoint Irritant Irritant Irritant
Predicted Endpoint Irritant Irritant Irritant
Distance 0.481 0.487 0.576
Reference 28ZPAK-;80;72 Prehled Prumyslove 28ZPAK-;91;72
Toxikologie; Organicke
Latky; Marhold; J. -;793;86

Model Prediction
Prediction: Irritant
Probability: 1.000
Enrichment: 1.176

Bayesian Score: 2.644
Mahalanobis Distance: 4.853

Mahalanobis Distance p-value: 1

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 1747237384 s o [p-208 14 out of 44
7 OH
O—
Cle L TLel:
[*]):0:1




FCFP_12 178336375 g o 0.202 19 out of 19
7 OH
O—
[*]:[cH):[e]1:0:"]:[
el
FCFP_12 713358128 s o 0.200 17 out of 17
O—
(el 1:[e12::
[*]:0:[c]:2:[cH]:[cH
11
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
S et
FCFP_12 0 s o 0.000 1184 out of 1397
O\
1G]
FCFP_12 1 s o 0.000 372 out of 1051
O\
=0
FCFP_12 307419094 S o [p-000 13 out of 52
O—
(el CECELel:
[:[el:1:[eHL:["]
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S o) Structural Similar Compounds
// Name 1- 2-NAPHTHALENE NAPHTHENESULFONIC
/ NAPHTHALENESULFONI | SULFONIC ACID;5- ACID;2-HYDROXY-
C ACID; 2-AMINO- AMINO-
OH
Structure
0} (0]
o) HO _Il_O NH, HO _Il_0O
H,N HO
so _-OH
N
H,N ~o
C;;HgNO,S - - - -
Molecular Weight: 251.25846 Actur?\I Endpoint - Irr?tant Irrftant Irr?tant
ALogP: 1.45 Predlcted Endpoint Irritant Irritant Irritant
Rotatable Bonds: 4 Distance 0.537 0.549 0.551
Reference 28ZPAK-;187;72 28ZPAK-;187;72 28ZPAK-;186;72

Acceptors: 4
Donors: 2

Model Prediction
Prediction: Irritant
Probability: 1.000
Enrichment: 1.176

Bayesian Score: 2.841
Mahalanobis Distance: 6.089

Mahalanobis Distance p-value: 1

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure |[Score Irritant in training
Set
FCFP_12 1747237384 0.208 14 out of 44

S (o]

(el Tel(:
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e

H,N
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S 0
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19 out of 19

FCFP_12
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e
H,N °
(el :[:[e12::
[*]:0:[c]:2:[cH]:[cH
11

0.200

17 out of 17

Top Featur

es for negative c

ontribution

Fingerprint
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Feature Structure

Score

Irritant in training
S et

FCFP_12

307419094

H,N

(Ul :FTT:Le]C
[*]):[c]:1:[cH]:["]

0.000

43 out of 52

FCFP_12

-1272768868

0.000

396 out of 514
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0.000

563 out of 690
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S o
4
/ OH
0
N—o
O 7

C,eH;;NOS
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name BENZOIC ACID; 5- PHENOL;2-SEC-BUTYL- 2;5-DICHLORO-4(3'-
(CHLOROSULFONYL)-2;4- | 4;6-DINITRO- METHYL-5' PYRAZOLON-
DICHLORO- 1'-YL)BENZENE
SULFONIC ACID
Structure o
cl 0 O~ -0
\‘ ‘// \\N/ O\\C\) Cl
N
HO ™ o
cl
/|
N
OH O\\N al }\, —
|-
& U) 0 OH
Actual Endpoint Irritant Irritant Irritant
Predicted Endpoint Irritant Irritant Irritant
Distance 0.644 0.652 0.695

Reference

FCTOD7 20;573;82

28ZPAK-;108;72

28ZPAK-;186;72

Model Prediction
Prediction: Irritant
Probability: 1.000
Enrichment: 1.176

Bayesian Score: 1.946
Mahalanobis Distance: 3.253

Mahalanobis Distance p-value: 1

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*D:[cH]:[*]

2

3. Unknown FCFP_2 feature: -1338588315: [*]:[c]:[*])[N+](=0)[O-]
4.  Unknown FCFP_2 feature: 1872392852 [*][N+](=0O)[*]

5 Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 1747237384 14 out of 44

Cle:[)TLel
[*]:0:1

s o 0.208
Co=.
ob

4"
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19 out of 19
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S (]
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(el 02
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11
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17 out of 17

Top Featur

es for negative c
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Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
S et

FCFP_12

2106393770

4o

[¥]OClc]1:[cH]:[cH]:[
*|:[cH]:[cH]:1

-0.231

3 out of 5

FCFP_12
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e
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-0.156

4 out of 6

FCFP_12

S (e}
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o
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3 out of 4
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S o
/
7 o
o]
o
N
\
(0]
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name BENZOIC ACID; 5- PHENOL;2-SEC-BUTYL- 2;5-DICHLORO-4(3'-
(CHLOROSULFONYL)-2;4- | 4;6-DINITRO- METHYL-5' PYRAZOLON-
DICHLORO- 1'-YL)BENZENE
SULFONIC ACID
Structure o
C\\H//O O\\Nyo O\‘C‘) cl
N
HO ™ o
cl
/|
N
OH Oy ¢l }\, —
|-
& U) 0 OH
Actual Endpoint Irritant Irritant Irritant
Predicted Endpoint Irritant Irritant Irritant
Distance 0.643 0.652 0.695
Reference FCTOD7 20;573;82 28ZPAK-;108;72 287ZPAK-;186;72

Model Prediction
Prediction: Irritant
Probability: 1.000
Enrichment: 1.176

Bayesian Score: 1.715
Mahalanobis Distance: 3.253

Mahalanobis Distance p-value: 1

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*D:[cH]:[*]

2

3. Unknown FCFP_2 feature: -1338588315: [*]:[c]:[*])[N+](=0)[O-]
4.  Unknown FCFP_2 feature: 1872392852 [*][N+](=0O)[*]

5 Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 1747237384 14 out of 44

s o 0.208

WG IEHNE

[*D:0:1
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19 out of 19
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17 out of 17
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Feature Structure

Score
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S et

FCFP_12

2106393770

[¥]OClc]1:[cH]:[cH]:[
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-0.231

3 out of 5

FCFP_12
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S /o Structural Similar Compounds
/ / Name BENZOIC ACID; 5- PHENOL;2-SEC-BUTYL- 2;5-DICHLORO-4(3'-
OH (CHLOROSULFONYL)-2;4- | 4;6-DINITRO- METHYL-5' PYRAZOLON-
DICHLORO- 1'-YL)BENZENE
- SULFONIC ACID
(0] O\ Structure o )
+ Cl O (0] .0
Nio \‘ ‘// SVt o\\\C\) cl
HO ™ o
Cl
/]
N
OH Oy ¢l }\, —
| -
O OH
ClGHllNOSS Cl o
Molecular Weight: 329.32724 Actual Endpoint Irritant Irritant Irritant
ALogP: 4.074 Predicted Endpoint Irritant Irritant Irritant
Rotatable Bonds: 5 Distance 0.641 0.650 0.693
Acceptors: 5 Reference FCTOD7 20;573;82 28ZPAK-;108;72 28ZPAK-;186;72
Donors: 1
— Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.
Prediction: Irritan . _

edict _9 _ tant 1.  All properties and OPS components are within expected ranges.
Probabiity: 1.000 2. Unknown FCFP_2 feature: -828984032: [*|[N+](=[*)[c]CIcH]:[*]):[cHI:[*
Enrichment: 1.176 3. Unknown FCFP_2 feature: -1338588315: [*]:[c]:[*])[N+](=O)[O-]
Bayesian Score: 2.081 4.  Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]
Mahalanobis Distance: 3.253 5. Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]
Mahalanobis Distance p-value: 1
Prediction: Positive if the Bayesian score is above the estimated Feature Contribution
best cutoff value from minimizing the false positive and false
negative rate. ... . .
Probability: The esimated probability that the sample is in the TOp features for pOSItIVG contribution
positive category. This assumes that the Bayesian score follows | {Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
a normal distribution and is different from the prediction using a et
cutoff.
Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category. FCFP_12 1747237384 S O 0.208 A4 out of 44
Bayesian Score: The standard Laplacian-modified Bayesian // oH
score. g
Mahalanobis Distance: The Mahalanobis distance (MD) is the o Q,
distance to the center of the training data. The larger the MD, the Neo
less trustworthy the prediction.
Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller [Nel:1 el
the p-value, the less trustworthy the prediciton. For highly non- []):0:1
normal X properties (e.qg., fingerprints), the MD p-value is wildly e
inaccurate.
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el
FCFP_12 713358128 s o 0.200 17 out of 17
9=,
[} o,
% :N=o
[lel1:[1el2:[*T:
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11
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
S et
FCFP_12 007036844 s 0 -0.156 Yl out of 6
o Q
o
["IOCLelC:I*D:["]
FCFP_12 -1698724694 s o -0.096 107 out of 146
Svad
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H,N
— 0
o)
o}
Ny 7
s N
H
H
N
/
o} i:
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name BENZANILIDE;2';2"'- 1-AMINO-4- 4;4'-DIAMINO-1;1'-
DITHIOBIS- BENZOYLAMINO- DIANTHRIMIDE
ANTHRAQUINONE
Structure NH, ©

H
N
O\ O

N ©
H,N i/O
O O

Actual Endpoint Non-Irritant Irritant Irritant
Predicted Endpoint Non-Irritant Irritant Irritant
Distance 0.757 0.766 0.771

Reference

28ZPAK-;173;72

28ZPAK-;124;72

28ZPAK-;125;72

Model Prediction
Prediction: Irritant
Probability: 1.000
Enrichment: 1.176

Bayesian Score: 2.995
Mahalanobis Distance: 8.048

Mahalanobis Distance p-value: 0.914

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure |[Score Irritant in training
Set
FCFP_12 1747237384 0.208 14 out of 44
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4 out of 5

FCFP_12

1175232969

[1:LeH[e)(NC(=0)[c
1CED:LD:[eHLr
1

0.000

4 out of 5




35

TOPKAT _Ocular_Irritancy _None_vs_Irritant

o
o
AN
S N
H
H
N
>/—®
o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name BENZANILIDE;2'";2""'- ANTHRAQUINONE; 1;4- DINAPHTHO(1;2;3-
DITHIOBIS- BIS(p-TOLYLAMINO)- CD:3';2";1'-IM)PERYLENE-
5;10-DIONE;16;17-
DIHYDROXY
Structure

H
N
O\ O

Actual Endpoint Non-Irritant Irritant Irritant
Predicted Endpoint Non-Irritant Non-Irritant Irritant
Distance 0.546 0.671 0.699

Reference

28ZPAK-;173;72

28ZPAK -;124;72

28ZPAK-;104,72

Model Prediction
Prediction: Irritant
Probability: 1.000
Enrichment: 1.176

Bayesian Score: 1.807
Mahalanobis Distance: 6.356

Mahalanobis Distance p-value: 1

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 1747237384 0.208 14 out of 44
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TOPKAT _Ocular_Irritancy _None_vs_Irritant

0
[¢]
N/
S N
H
H
NN
//
0 —N
C,oH,5N,0,S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name BENZANILIDE;2'";2""'- ANTHRAQUINONE; 1;4- DINAPHTHO(1;2;3-
DITHIOBIS- BIS(p-TOLYLAMINO)- CD:3';2";1'-IM)PERYLENE-
5;10-DIONE;16;17-
DIHYDROXY
Structure

Actual Endpoint Non-Irritant Irritant Irritant
Predicted Endpoint Non-Irritant Non-Irritant Irritant
Distance 0.565 0.723 0.728

Reference

28ZPAK-;173;72

28ZPAK -;124;72

28ZPAK-;104,72

Model Prediction
Prediction: Irritant
Probability: 1.000
Enrichment: 1.176

Bayesian Score: 2.601
Mahalanobis Distance: 5.838

Mahalanobis Distance p-value: 1

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 1747237384 0.208 14 out of 44
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TOPKAT _Ocular_Irritancy _None_vs_Irritant

(0]
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) |
O/ \
C27H21N30382
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name BENZANILIDE;2'";2""'- DINAPHTHO(1;2;3- ANTHRAQUINONE; 1;4-
DITHIOBIS- CD:3';2";1'-IM)PERYLENE- |BIS(p-TOLYLAMINO)-
5;10-DIONE;16;17-
DIHYDROXY
Structure

H
N
O\ O

) O O (

OHHO

0,
see
o

Actual Endpoint Non-Irritant Irritant Irritant
Predicted Endpoint Non-Irritant Irritant Non-Irritant
Distance 0.583 0.765 0.776

Reference

28ZPAK-;173;72

28ZPAK-;104,72

28ZPAK -;124;72

Model Prediction
Prediction: Irritant
Probability: 1.000
Enrichment: 1.176

Bayesian Score: 2.679
Mahalanobis Distance: 6.204

Mahalanobis Distance p-value: 1

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 1747237384 0.208 14 out of 44
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Co-crystallized ligand

TOPKAT _Ocular_Irritancy _None_vs_Irritant

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name ANTHRAQUINONE; 1-((2- |METHANE;TRIS(4- Disperse Black 9
HYDROXYETHYL)AMINO) | AMINOPHENYL)-
-4-(METHYLAMINO)-

Structure ~

NH,

2

HN G ‘ NH,

OH

p
Nww

2

HO
Actual Endpoint Irritant Irritant Non-Irritant
Predicted Endpoint Irritant Irritant Non-Irritant
Distance 0.718 0.726 0.737
Reference 28ZPAK 245;72 28ZPAK-;73;72 J. Am. Coll. Toxicol.

5(3):205;1986

Model Prediction

Prediction: Non-Irritant
Probability: 0.963
Enrichment: 1.133

Bayesian Score: -1.806
Mahalanobis Distance: 8.133

Mahalanobis Distance p-value: 0.894

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -1151884458: [*IN[c]1:n:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 17 0.189 18 out of 49
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11 TOPKAT_Rat_Female FDA_None_vs_Carcinogen

Structural Similar Compounds

Name Nefazodone Verapamil Ketoconazole
\ Structure
O0—nN
N N Oﬁ L2 0 ¢
) ! )
N (¢] P
~_ >~ § NS NAVaN
-0 A | TR | g
& ’
Actual Endpoint Non-Carcinogen Non-Carcinogen Non-Carcinogen

C29H26N206 ) Predicted Endpoint Non-Carcinogen Non-Carcinogen Non-Carcinogen
Molecular Weight: 498.52653 Distance 0.607 0.702 0712
ALogP: 4.994 Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug
Rotatable Bonds: 10 Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing &

. Res.) Sept. 1997 Res.) Sept. 1997 Res.) Sept. 1997
Acceptors: 6
Donors: 0 . Y

Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.
Prediction: Non-Carcinogen 1. All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: 1716966732: [*]\N=C/I\C(=[*D[*1[*]:[c]1:[*]
3. Unknown ECFP_2 feature: -820505146: [*JON=C([*])[*]
4.  Unknown ECFP_2 feature: -408704017: [*]=NOC

Probability: 0.229

Enrichment: 0.712

Bayesian Score: -4.311
Mahalanobis Distance: 17.382

Mahalanobis Distance p-value: 3.78e-014 Feature Contribution

Prediction: Positive if the Bayesian score is above the estimated Top features for positive contribution
best cutoff value from minimizing the false positive and false - - - - - -
negative rate. Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
Probability: The esimated probability that the sample is in the training set

positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a ECFP_12 1203316083 0.681 O out of 13
cutoff.
Enrichment: An estimate of enrichment, that is, the increased o o

likelihood (versus random) of this sample being in the category. é:'NWO : < °
o

Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the [Nel:1 el
less trustworthy the prediction. [*]):0:1

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.
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TOPKAT_Rat_Female FDA_None_vs_Carcinogen

C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name Aspirin Thiabendazole Suprofen
Structure
/N ~
\ / \> ‘(/ \I
\ | E—
) == N
o N N
H
/
0~ oH

Actual Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance 0.570

0.579

0.613

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.301

Enrichment; 0.934

Bayesian Score: 0.105
Mahalanobis Distance: 10.422

Mahalanobis Distance p-value: 0.201

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_12 35262808 s o p.851 b5 out of 5
7 OH
O—
Cle:[)lLLel
[*]):s:1
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
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TOPKAT_Rat_Female FDA_None_vs_Carcinogen

S o)
/ OH
O
so
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Nithiazide Sulfamethoxazole Sulfisoxazole
Structure -O\
/N‘ 2N
0’ -
- H,N H,N.
o —N
N o i O 3
2 ~ ~ N
o= 7y <
<NH
Actual Endpoint Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Carcinogen Carcinogen Carcinogen
Distance 0.583 0.586 0.611

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.298

Enrichment: 0.926

Bayesian Score: -0.020
Mahalanobis Distance: 13.514

Mahalanobis Distance p-value: 1.87e-005

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_12 35262808 b5 out of 5
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TOPKAT_Rat_Female FDA_None_vs_Carcinogen

S o]
4
/ OH
0
N—o
O 7

C,eH;;NOS
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

Omeprazole

Niclosamide

Lansoprazole

Structure

=
o rN S /3
-
N o
H

\
o

Actual Endpoint Carcinogen Non-Carcinogen Carcinogen

Predicted Endpoint Carcinogen Non-Carcinogen Carcinogen

Distance 0.675 0.701 0.702

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &

Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.280

Enrichment: 0.869

Bayesian Score: -0.975
Mahalanobis Distance: 14.340

Mahalanobis Distance p-value: 4.74e-007

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

©oNoOA~LONE

All properties and OPS components are within expected ranges.

Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:

1043790491: [*]IN+](=[*D[*]

781519895: [*][O-]

-1670580914: [*]C(=[*D[c]L1:s:[*]:[*]:[c]:1[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
-179073144: [][N+](=[*DICc]C[cH]:[*]):[cH]:[*]
-215026467: [*]:[c]:[*DIN+](=0)[O-]
2104376220: [*][N+](=0O)[*]

-659271057: [*][N+](=[*][O-]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure [Score

Carcinogen in
training set
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TOPKAT_Rat_Female FDA_None_vs_Carcinogen

S o
J
7 o
O
o
N
\
(0]
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

Omeprazole

Niclosamide

Lansoprazole

Structure

=
o rN S /3
-
N o
H

\
o

Actual Endpoint Carcinogen Non-Carcinogen Carcinogen

Predicted Endpoint Carcinogen Non-Carcinogen Carcinogen

Distance 0.671 0.697 0.702

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &

Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.267

Enrichment: 0.830

Bayesian Score: -1.697
Mahalanobis Distance: 15.431

Mahalanobis Distance p-value: 2.1e-009

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

©oNoOA~LONE

All properties and OPS components are within expected ranges.

Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:

1043790491: [*]IN+](=[*D[*]

781519895: [*][O-]

-1670580914: [*]C(=[*D[c]L1:s:[*]:[*]:[c]:1[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
-179073144: [][N+](=[*DICc]C[cH]:[*]):[cH]:[*]
-215026467: [*]:[c]:[*DIN+](=0)[O-]
2104376220: [*][N+](=0O)[*]

-659271057: [*][N+](=[*][O-]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure [Score

Carcinogen in
training set




ECFP_12 85262808 s. o 0.851 b out of 5
©V\/e—«0H
(o]
Oy
N
o
(el CELLel:
[*]):s:1
ECFP_12 014325265 s. o 0.516 B out of 14
C=.
O
O
N
o
[]:s:0]
ECFP_12 11531301414 s o 0.454 5 out of 9
(¢]
O
N
[e]
(O[] [e)(*D:[*]
I[e) 1]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_12 1429461619 s o -0.989 1 out of 14
@/e_«OH
O
Oy
N
o
["IelCIC(=0)0
ECFP_12 1845486197 -0.485 0 out of 2

[*1OCIc]1:[cH]:[cH]:[
*TLel*):[eH]:A




ECFP_12

2007300961

S (o]
O

o ¥,

[¢]

CIEe T Lel([D):
[cH]:[cH]:[cH]:1

-0.426

7 out of 36
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TOPKAT_Rat_Female FDA_None_vs_Carcinogen

S o]
72
0
° \ L
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

Omeprazole

Niclosamide

Lansoprazole

Structure

=
o rN S /3
-
N o
H

\
o

Actual Endpoint Carcinogen Non-Carcinogen Carcinogen

Predicted Endpoint Carcinogen Non-Carcinogen Carcinogen

Distance 0.674 0.700 0.701

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.260

Enrichment: 0.808

Bayesian Score: -2.121
Mahalanobis Distance: 12.120

Mahalanobis Distance p-value: 0.00327

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

©oNoOA~LONE

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:

1043790491: [*]IN+](=[*D[*]

781519895: [*][O-]

-1670580914: [*]C(=[*D[c]L1:s:[*]:[*]:[c]:1[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
-1956535100: [*][c]C:[*]):[c]:[cH]:*DIN+1(=[D[*]
-215026467: [*]:[c]:[*DIN+](=0)[O-]
2104376220: [*][N+](=0O)[*]

-659271057: [*][N+](=[*][O-]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure [Score

Carcinogen in
training set




ECFP_12 35262808 s. o 0.851 b out of 5
o o,
o
CIe:CT:LelC:
[*]):s:1
ECFP_12 014325265 s 0 0.516 B out of 14
fe) o)
\,< o
WEHN
ECFP_12 11531301414 s o 0.454 5 out of 9
o o,
o
(1O[e1:[el(*D:[*]
LLlel 1]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_12 1429461619 s o -0.989 1 out of 14
@%_(OH
‘o
o\,( o
[:elCINC(=0)0
ECFP_12 1584051730 -0.811 0 out of 4

[*]Cl[c]1:[cH]:[cH]:[c
HI[L:[el 1]




ECFP_12

-358687393

[*IC[c]1:[cH]:[cH]:[c
H]:[cH]:[c]:1[*]

-0.485

0 out of 2
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TOPKAT_Rat_Female FDA_None_vs_Carcinogen

— 0
o)
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/
o} :;
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name Glimepride

Glyburide

Fluvastatin

Structure

Actual Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance 0.616

0.616

0.658

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.297

Enrichment: 0.922

Bayesian Score: -0.082
Mahalanobis Distance: 17.924

Mahalanobis Distance p-value: 1.47e-015

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_12 35262808 0.851 b5 out of 5

[0}

HNC o

ol
vy

(el [el:
[*]):s:1




ECFP_12

-223149939

["INC(=0)[c]1:[cH]:[c
HJ:[*]):[cH]:[cH]:1

0.613

P out of 2

ECFP_12

-177077903

PaSyg

[IN[c](:[eH]:["]):[e
HL:[']

0.529

6 out of 10

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

ECFP_12

197523368

@Sg_‘?\lH
O

[ICNC(=["D[']

-0.989

1 out of 14

ECFP_12

-281505363

HyN,

JO

o]
C,
S N
& @)
o
[]iel1:[cH]:[cH]:[cH
J:[cH]:[cH]:1

-0.560

11 out of 64

ECFP_12

1571214559

HNo o

0
s
s N
O O
[*11:[cH]:[cH]:[cH]:[
cHI]:[cH]:1

-0.560

11 out of 64
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TOPKAT_Rat_Female FDA_None_vs_Carcinogen

(0]
o
AN
S N
H
H
N
>/—®
o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name

Terfenadine

Pimozide

Astemizole

Structure

O

Actual Endpoint

Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint

Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance

0.650

0.705

0.712

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.308

Enrichment: 0.958

Bayesian Score: 0.473
Mahalanobis Distance: 17.376

Mahalanobis Distance p-value: 3.93e-014

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_12 0.851 b5 out of 5

85262808 p
[e]
o
S N
Ougy

Cle:[LTLel:
[*]):s:1




ECFP_12

-223149939

["INC(=O)[c]1:[cH]:[c
HI:[*]:[cH]:[cH]:1

0.613

P out of 2

ECFP_12

-177077903

-

?:}QLCD

[INEC]CIeHET):Le
HI]

0.529

6 out of 10

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Carcinogen in
fraining set

ECFP_12

197523368

i
g

o

[ICNC(=["D[']

-0.989

1 out of 14

ECFP_12

-281505363

y;
Vg

[*I[c]1:[cH]:[cH]:[cH
J:[cH]:[cH]:1

-0.560

11 out of 64

ECFP_12

1571214559

¥;
- Oug

[*11:[cH]:[cHI:[cH]:[
cH]:[cH]:1

-0.560

11 out of 64
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TOPKAT_Rat_Female FDA_None_vs_Carcinogen

0
[¢]
N/
S N
H
H
NN
/7
0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glyburide

Fluvastatin

Flecainide

Structure

Actual Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance 0.661

0.690

0.693

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.327

Enrichment: 1.016

Bayesian Score: 1.318
Mahalanobis Distance: 18.125

Mahalanobis Distance p-value: 4.32e-016

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_12 35262808 0.851 b5 out of 5

<<
ey

Cle:I1Lel:
[*]):s:1




ECFP_12 -177077903 0.529 6 out of 10
b
(G
S N
O O
[(IN[C]C[eHI"T):[c
HI:["]
ECFP_12 014325265 p 0.516 8 out of 14
[¢]
G
S NH:
NH
& LN
[':s:[]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
ECFP_12 197523368 p -0.989 1 out of 14
[¢]
o=
S NH:
NH
& O
[FICNC(=["D["]
ECFP_12 -281505363 -0.560 11 out of 64
b
Cr-,
S N
basy A
S N
[*I[c]1:[cH]:[cH]:[cH
J:[cH]:[cH]:1
ECFP_12 1571214559 -0.560 11 out of 64

¥
Ouey

[*11:[cH]:[cHI:[cH]:[
cH]:[cH]:1
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TOPKAT_Rat_Female FDA_None_vs_Carcinogen

(0]
[e]
- | Ny
N s N
H
H
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) |
O/ \
C27H21N30382
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glyburide Glimepride Fluvastatin
Structure ~ \O\
o © O/)\NH
og!

Actual Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance 0.660

0.690

0.726

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.283

Enrichment: 0.880

Bayesian Score: -0.780
Mahalanobis Distance: 16.881

Mahalanobis Distance p-value: 7.07e-013

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]: 1:[*]
3. Unknown ECFP_2 feature: -1670580914: [*]|C(=[*])[c]1:s:[*]:[*]:[c]:1[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_12 35262808 0.851 b5 out of 5

o
Opgy

(el Tel(:
[*]):s:1




ECFP_12 -177077903 0.529 6 out of 10
b
S Ay
S N
* =
[IN[c]C[eH]:["]):[c
HI[]
ECFP_12 014325265 p 0.516 8 out of 14
(o)
Z (0]
o =
[:s:[]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
ECFP_12 197523368 p -0.989 1 out of 14
o
Z (¢]
Ot
[FICNC(=["DI*]
ECFP_12 1571214559 p -0.560 11 out of 64
[e)
Q-
XS N
NH
o faV
[*]1:[cH]:[cH]:[cH]:[
cH]:[cH]:1
ECFP_12 -281505363 -0.560 11 out of 64

Oy

[*lc]:[cH]:[cH]:[cH
J:[cH]:[cH]:1




Co-crystallized ligand

TOPKAT_Rat_Female FDA_None_vs_Carcinogen

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name

Torsemide

Bicalutamide

Glimepride

Structure

N

Actual Endpoint Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Carcinogen Carcinogen Non-Carcinogen
Distance 0.630 0.650 0.654

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.286

Enrichment: 0.888

Bayesian Score: -0.639
Mahalanobis Distance: 10.897

Mahalanobis Distance p-value: 0.0833

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: 600440273: [*][c]1:[*]:[*]:[nH]:n:1
3. Unknown ECFP_2 feature: -1341194584: [*]S(=[*])(=[*])CC1[*][*]1

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_12 177077903 0.529 6 out of 10

N
H

o
v

FIN[C]GIHL:["]):[e
HI["]

o

N
NH




ECFP_12 11236483485 0.460 O out of 17
"4
o
NH
v‘fﬂ
FICEIDNICICE)
[']
ECFP_12 1099224616 0.456 6 out of 11
o
o
NH
v‘;? b
[*L:[cHI:[c]1: [InH:[*
JHR (IR
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
ECFP_12 212601949 -0.797 1 out of 11
o,
N
NH
St
[HRE e fcH
]:[*]:[CH]:[Clj]:[CH]
ECFP_12 -181568884 -0.505 3 out of 18
ol
N
NH
N
[*]:[cﬁk[c}(:[cH]:[*
DICICID:]
ECFP_12 2007300961 -0.426 7 out of 36
o,
N
7
(el L:Lel[):
[cH]:[cH]:[cH]:1
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TOPKAT_Rat_Female FDA_Single vs_Multiple

OH

C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name

Cytembena

Methoxsalen; 8-

Milrinone

Structure

(0]

O§(
OH Br
o

Actual Endpoint

Multiple-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint

Multiple-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance

0.602

0.624

0.632

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction

Prediction: Single-Carcinogen
Probability: 0.473

Enrichment: 1.266

Bayesian Score: -1.311

Mahalanobis Distance: 12.486
Mahalanobis Distance p-value: 0.000659

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Female FDA_Single vs_Multiple

S o)
/ OH
O
so
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name

Nithiazide

Sulfamethoxazole

Furothiazole

Structure

Actual Endpoint

Multiple-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint

Multiple-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Distance

0.555

0.563

0.607

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.509

Enrichment: 1.362

Bayesian Score: 0.006
Mahalanobis Distance: 14.626

Mahalanobis Distance p-value: 6.81e-006

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Female FDA_Single vs_Multiple

S o
4
/ OH
0
N—o
O 7

C,eH;;NOS
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name Omeprazole

Dantrolene

Estrogens; conjug.

Structure

\
o

=
o rN S /3
-
N o
H

i

o 0
\\40
) I

Actual Endpoint Multiple-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Predicted Endpoint Multiple-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Distance 0.627

0.645

0.659

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.469

Enrichment: 1.255

Bayesian Score: -1.435
Mahalanobis Distance: 21.981

Mahalanobis Distance p-value: 9.24e-013

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Female FDA_Single vs_Multiple

S o
7
7 o
O
o
N
\W\
(6]
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name Omeprazole

Dantrolene

Estrogens; conjug.

Structure

\
o

=
o rN S /3
-
N o
H

i

o 0
\\40
) I

Actual Endpoint Multiple-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Predicted Endpoint Multiple-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Distance 0.628

0.646

0.660

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.452

Enrichment: 1.208

Bayesian Score: -1.924
Mahalanobis Distance: 21.981

Mahalanobis Distance p-value: 9.24e-013

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Female FDA_Single vs_Multiple

— 0
o)
o}
Ny g
s N
H
H
N
/
o} i;
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name Bicalutamide

Torsemide

Mesuprine

Structure

NH
N ‘O

Actual Endpoint

Multiple-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint

Multiple-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance 0.654

0.692

0.754

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Multiple-Carcinogen
Probability: 0.632

Enrichment: 1.690

Bayesian Score: 3.919
Mahalanobis Distance: 18.230

Mahalanobis Distance p-value: 2.44e-009

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Female FDA_Single vs_Multiple

o
o
Ny ¢
S N
H
H
N
>/—®
o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name Simvastatin

Bicalutamide

Lansoprazole

Structure

Actual Endpoint Multiple-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Predicted Endpoint Multiple-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Distance 0.804

0.811

0.845

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Multiple-Carcinogen
Probability: 0.557

Enrichment: 1.490

Bayesian Score: 2.316
Mahalanobis Distance: 18.143

Mahalanobis Distance p-value: 2.95e-009

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Female FDA_Single vs_Multiple

0
[e]
N/
S N
H
H
NN
//
0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Bicalutamide

Simvastatin

Lansoprazole

Structure

Actual Endpoint Multiple-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Predicted Endpoint Multiple-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Distance 0.693

0.735

0.752

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Multiple-Carcinogen
Probability: 0.559

Enrichment; 1.494

Bayesian Score: 2.348
Mahalanobis Distance: 20.190

Mahalanobis Distance p-value: 3.7e-011

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Female FDA_Single vs_Multiple

(0]
[e]
- | Ny
N s N
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N S
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O/ \
C27H21N30382
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name

Bicalutamide

Lansoprazole

Simvastatin

Structure

Actual Endpoint

Multiple-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Predicted Endpoint

Multiple-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Distance

0.687

0.761

0.770

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Multiple-Carcinogen
Probability: 0.539

Enrichment: 1.442

Bayesian Score: 1.938
Mahalanobis Distance: 18.704

Mahalanobis Distance p-value: 8.76e-010

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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Co-crystallized ligand

TOPKAT_Rat_Female FDA_Single vs_Multiple

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name Torsemide Bicalutamide Ursodiol
Structure
T o
HN ¢O ‘O‘ OH
W o//
HO
_NH _o
>
I~ o "
NH o
S HO OH

Actual Endpoint

Single-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Predicted Endpoint

Single-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Distance

0.597

0.630

0.690

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction

Prediction: Single-Carcinogen
Probability: 0.425

Enrichment: 1.135

Bayesian Score: -2.602

Mahalanobis Distance: 13.183
Mahalanobis Distance p-value: 0.000154

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set

SCFP_4 667776369 0.610 P out of 2

N
Q/GNH

o
[T DIC]1:[cH
FIHCICED eH]
:[cH]:1

NHo




SCFP_4 1631845520 0.601 6 out of 9
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o
NH
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[']
SCFP_4 11375926917 0.522 6 out of 10
o
NH
v‘;?u
[*IN[c]1:[cH]:[*]:[cH
1:[cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
SCFP_4 1135377188 -0.816 0 out of 4
ol
N
v‘;?u
[ISEIDEIDNLC)
EW)E|
SCFP_4 112346096 f -0.730 1 out of 10
NHo
NH
J
(el CECLLel:
[*D:lel:1:[eHL["]
SCFP_4 11043339860 -0.675 Yl out of 28
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11 TOPKAT_Rat_Male FDA None_vs_Carcinogen

Structural Similar Compounds
Name Nefazodone Verapamil Ketoconazole
\
0—n Structure
\\ 0 o) // ‘ Y 2
2 N0 N ‘ ~3
N o P N
e U QL | gt
\ O ‘:»/:YO O o’ (:) \/Lm/
s/ ’

Actual Endpoint Non-Carcinogen Non-Carcinogen Non-Carcinogen
C29H26N206 ) Predicted Endpoint Non-Carcinogen Non-Carcinogen Non-Carcinogen
Molecular Weight: 498.52653 Distance 0582 0682 0691
ALogP: 4.994 Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug
Rotatable Bonds: 10 Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing &

. Res.) Sept. 1997 Res.) Sept. 1997 Res.) Sept. 1997
Acceptors: 6
Donors: 0 . ‘r
Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.
Prediction: Non-Carcinogen 1.  All properties and OPS components are within expected ranges.
Probability: 0.280
Enrichment: 0.837 Feature Contribution
Bayesian Score: -2.985 Top features for positive contribution
Mahalanobis Distance: 17.222 Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
Mahalanobis Distance p-value: 8.92e-012 training set
Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false SCFP_6 112644006 0.712 3 out of 3
negative rate. oN -
Probability: The esimated probability that the sample is in the 0 O-0
positive category. This assumes that the Bayesian score follows Nwow(:r(_o
a normal distribution and is different from the prediction using a o
cutoff.
Enrichment: An estimate of enrichment, that is, the increased *1. . e [*T-
likelihood (versus random) of this sample being in the category. [ ][CI:I][C]1 'O;[ I
Bayesian Score: The standard Laplacian-modified Bayesian J:[c]: 1]
score.
Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.
Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.




SCFP_6 794417578 0.600 O out of 14
ON o of
N0
S
(el CECLLel:
[*]):0:1
SCFP_6 1768812299 0.429 3 out of 5
b'N o o Or
N. @)
& oo
["ICOC(=0)[c]1:[e)(*
DLl
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
SCFP_6 1655112089 -0.674 D out of 3
O'N o o Of
N O
oo
[lLelCIDie]1:[eH
1:[cH]:[cH]:[cH]:[cH
11
SCFP_6 1653911926 -0.504 12 out of 64
ON o o O,—
N0
10880}
[*[c]1:[cH]:[cH]:[cH
J:[cH]:[cH]:1
SCFP_6 1683883894 -0.496 0 out of 2
O'N 0 o O,—
N0
&l
(eI "oz[c]
:1[c]2:[cH]:[cH]:[*]
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TOPKAT_Rat_Male FDA None_vs_Carcinogen

OH

C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name Thiabendazole Aspirin Suprofen
Structure

RS

—=<<
R
N
=
0~ oH

Actual Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
Predicted Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
Distance 0.574 0.575 0.593

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.387

Enrichment: 1.157

Bayesian Score: 1.019
Mahalanobis Distance: 12.954

Mahalanobis Distance p-value: 0.00186

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
SCFP_6 1651620003 0.643 7 out of 10

S (o}
O—
(el 1::0*:Le]2:

[cH]:[cH]:[cH]:[cH]:
[c]:1:2




SCFP_6 11379673609 s o 0.526 11 out of 19
O—
(eI e)2:
[*):[cH]:[cH]:[cHI:[
cl:1:2
SCFP_6 1310748454 s 0 0.437 7 out of 13
O\
(el ELLel(:
[*]):s:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
SCFP_6 032433556 S o -0.278 0 out of 1
O—
FICErDel:s:['T:
[(T:Lel:A"]
SCFP_6 -424485343 s o -0.208 17 out of 66
O\
["IC(="NO
SCFP_6 591469355 -0.135 B out of 29

OH

?é‘”

Cel1: T Lel:
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TOPKAT_Rat_Male FDA None_vs_Carcinogen

S o)
/ OH
O
so
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Nithiazide Sulfamethoxazole Captopril
Structure -O\
/N‘ 2N
0’ -

N
N N, s
O:< o H 0= >//</
<NH OH O
Actual Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Non-Carcinogen Carcinogen Non-Carcinogen

Distance

0.571

0.579

0.585

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.406

Enrichment: 1.215

Bayesian Score: 1.626
Mahalanobis Distance: 14.661

Mahalanobis Distance p-value: 2.77e-006

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
SCFP_6 1651620003 s o 0.643 7 out of 10
O:
H,N ©

[lel: 10 1fel2:
[cHI:[cH]:[cH]:[cH]:
[c]:1:2




SCFP_6 11379673609 s o 0.526 11 out of 19
e
H,N °
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cl:1:2
SCFP_6 1357949052 s o [0.494 8 out of 14
(e]
lo
H,N
["IC(=["IN
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
SCFP_6 1983013828 s o -0.496 0 out of 2
CE/?—_«OH
e
H,N ©
[IC=I"DCO[e]1:[el(
W) AWEWECHE
1
SCFP_6 032433556 S o -0.278 0 outof 1
3\,
H,N
[ICE=0DIel1:s:[*:
[T:LelA"]
SCFP_6 -100452175 -0.278 0 outof 1

[LHe)([)OCC(=O)N




29

TOPKAT_Rat_Male FDA None_vs_Carcinogen

S o]
4
/ OH
0
N—o
O 7

C,eH;;NOS
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name Omeprazole Niclosamide Suprofen
Structure cl
\ L.
o
o N < /3
r = cl
N% % O
H
N -
0~ ~o
Actual Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
Predicted Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
Distance 0.655 0.666 0.669
Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.339

Enrichment: 1.016

Bayesian Score: -0.600
Mahalanobis Distance: 18.107

Mahalanobis Distance p-value: 6.5e-014

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
SCFP_6 1651620003 0.643 7 out of 10

=
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S 0
7
7 o
O
o
N
\
(6]
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name Omeprazole Niclosamide Suprofen
Structure cl
\ L.
o
o N < /3
r = cl
N% % O
H
N -
0~ ~o
Actual Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
Predicted Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
Distance 0.657 0.667 0.671
Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.363

Enrichment: 1.085

Bayesian Score: 0.220
Mahalanobis Distance: 18.107

Mahalanobis Distance p-value: 6.5e-014

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
SCFP_6 1352263424 0.712 3 out of 3
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7 out of 10
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P out of 2
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S /o Structural Similar Compounds
/ / Name Omeprazole Niclosamide Suprofen
OH Structure a i
o () \o OH
\ . g
N=0o } . ﬁ,@% g
r = cl
o ¢
H
0% o
Actual Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
ClGHllNOSS ) Predicted Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
Molecular Weight: 329.32724 Distance 0656 0667 0671
ALogP: 4.074 Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug
Rotatable Bonds: 5 Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing & | Eval.& Res./Off. Testing &
. Res.) Sept. 1997 Res.) Sept. 1997 Res.) Sept. 1997
Acceptors: 5
Donors: 1 . o1
Model Applicability
Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.
Prediction: Carcinogen 1. All properties and OPS components are within expected ranges.
Probability: 0.362
Enrichment: 1.083 Feature Contribution
Bayesian Score: 0.192 Top features for positive contribution
Mahalanobis Distance: 18.494 Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
Mahalanobis Distance p-value: 7.05e-015 training set
Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false SCFP_6 1651620003 S, ,© 0.643 7 out of 10
negative rate. 4 on
Probability: The esimated probability that the sample is in the o o
positive category. This assumes that the Bayesian score follows NO
a normal distribution and is different from the prediction using a
cutoff.
Enrichment: An estimate of enrichment, that is, the increased . LT 1ey.
likelihood (versus random) of this sample being in the category. Clel: LT e]2:
Bayesian Score: The standard Laplacian-modified Bayesian [cH]:[cH]:[cH]:[cH]:
score. [c]:1:2
Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.
Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.
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0 out of 1
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34 out of 138
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— 0O
o)
o}
N/
s N
H
H
N
/
o} ::
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name Glyburide Glimepride Fluvastatin
Structure ~ \O\
o © O/)\NH
og!

Actual Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Predicted Endpoint Non-Carcinogen Non-Carcinogen Carcinogen
Distance 0.587 0.600 0.645

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.339

Enrichment: 1.013

Bayesian Score: -0.631
Mahalanobis Distance: 18.503

Mahalanobis Distance p-value: 6.71e-015

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
SCFP_6 1651620003 Ao 0.643 7 out of 10
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(o]
o
AN
S N
H
H
N
>/—®
o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name Terfenadine

Pimozide

Astemizole

Structure

Actual Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Predicted Endpoint Non-Carcinogen

Non-Carcinogen

Non-Carcinogen

Distance 0.628

0.693

0.696

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.287

Enrichment: 0.860

Bayesian Score: -2.650
Mahalanobis Distance: 17.917

Mahalanobis Distance p-value: 1.91e-013

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
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TOPKAT_Rat_Male FDA None_vs_Carcinogen
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Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glyburide

Flecainide

Fluvastatin

Structure

Actual Endpoint Non-Carcinogen Non-Carcinogen Carcinogen

Predicted Endpoint Non-Carcinogen Non-Carcinogen Carcinogen

Distance 0.632 0.672 0.673

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.315

Enrichment: 0.941

Bayesian Score: -1.538
Mahalanobis Distance: 19.380

Mahalanobis Distance p-value: 3.86e-017

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
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TOPKAT_Rat_Male FDA None_vs_Carcinogen
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C27H21N30382
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Glyburide Glimepride Fluvastatin
Structure ~ \O\
o © O/)\NH
og!

Actual Endpoint Non-Carcinogen Non-Carcinogen Carcinogen

Predicted Endpoint Non-Carcinogen Non-Carcinogen Carcinogen

Distance 0.635 0.673 0.712

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.252

Enrichment: 0.753

Bayesian Score: -4.325
Mahalanobis Distance: 18.987

Mahalanobis Distance p-value: 3.98e-016

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC24 out of range. Value: -3.302. Training min, max, SD, explained variance: -3.2733,

3.1662, 1.103, 0.0113.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
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Co-crystallized ligand

TOPKAT_Rat_Male FDA None_vs_Carcinogen

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name Fluvastatin

Bicalutamide

Torsemide

Structure

Actual Endpoint Carcinogen Carcinogen Carcinogen

Predicted Endpoint Carcinogen Carcinogen Carcinogen

Distance 0.621 0.621 0.625

Reference US FDA (Centre for Drug US FDA (Centre for Drug US FDA (Centre for Drug

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Carcinogen
Probability: 0.350

Enrichment: 1.048

Bayesian Score: -0.211
Mahalanobis Distance: 17.135

Mahalanobis Distance p-value: 1.43e-011

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
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TOPKAT_Rat_Male FDA_Single _vs_ Multiple

OH

C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name Thiabendazole Cytembena Flutamide
Structure
(0]
H'
[e] T
N = o | ©
\ /> \S
M \/
'\; \N’J OH  Br ) NH
H
\ —
o~

Actual Endpoint Single-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Predicted Endpoint Single-Carcinogen

Single-Carcinogen

Multiple-Carcinogen

Distance 0.586

0.661

0.678

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.538

Enrichment: 1.299

Bayesian Score: -1.861
Mahalanobis Distance: 15.909

Mahalanobis Distance p-value: 1.6e-006

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Male FDA_Single _vs_ Multiple

S o)
/ OH
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so
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Sulfamethoxazole

Furothiazole

Felbamate

Structure

Actual Endpoint Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Predicted Endpoint Single-Carcinogen

Single-Carcinogen

Single-Carcinogen

Distance 0.588

0.644

0.652

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Multiple-Carcinogen
Probability: 0.568

Enrichment:; 1.372

Bayesian Score: 0.787
Mahalanobis Distance: 16.291

Mahalanobis Distance p-value: 7.11e-007

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Male FDA_Single _vs_ Multiple
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Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name Omeprazole

Lansoprazole

Cytembena

Structure

\
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o rN S /3
-
N o
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o

o§(
OH Br
o

Actual Endpoint Single-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Predicted Endpoint Single-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Distance 0.663

0.691

0.728

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.555

Enrichment: 1.341

Bayesian Score: -0.785
Mahalanobis Distance: 17.198

Mahalanobis Distance p-value: 1.04e-007

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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TOPKAT_Rat_Male FDA_Single _vs_ Multiple

S o]
72
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° \ L
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name Omeprazole

Lansoprazole

Cytembena

Structure
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o

o§(
OH Br
o

Actual Endpoint Single-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Predicted Endpoint Single-Carcinogen

Multiple-Carcinogen

Single-Carcinogen

Distance 0.662

0.691

0.727

Reference US FDA (Centre for Drug
Eval.& Res./Off. Testing &

Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.564

Enrichment: 1.363

Bayesian Score: 0.073
Mahalanobis Distance: 18.312

Mahalanobis Distance p-value: 9.98e-009

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
fraining set
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Co-crystallized ligand

TOPKAT_Rat_Male FDA_Single _vs_ Multiple

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name

Fluvastatin

Torsemide

Bicalutamide

Structure

Actual Endpoint

Single-Carcinogen

Multiple-Carcinogen

Multiple-Carcinogen

Predicted Endpoint

Single-Carcinogen

Multiple-Carcinogen

Multiple-Carcinogen

Distance

0.635

0.642

0.672

Reference

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

US FDA (Centre for Drug
Eval.& Res./Off. Testing &
Res.) Sept. 1997

Model Prediction
Prediction: Single-Carcinogen
Probability: 0.538

Enrichment: 1.300

Bayesian Score: -1.843
Mahalanobis Distance: 14.155

Mahalanobis Distance p-value: 6.33e-005

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC8 out of range. Value: 5.0682. Training min, max, SD, explained variance: -4.9055,
5.0367, 1.697, 0.0391.
2. OPS PC9 out of range. Value: -4.6117. Training min, max, SD, explained variance: -2.9055,
6.042, 1.612, 0.0353.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Multiple-
Carcinogen in
training set
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Fingerprint Bit/Smiles Feature Structure [Score Multiple-
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v@j’m
[ISEIDEIDNLC)
EW)E|
SCFP_8 1205795299 -0.546 0 out of 2
o
@CFN
NH
v‘;?m
FINLe]1:n:["1[*):[c
1107
SCFP_8 667776369 -0.546 0 out of 2
NHo
H
(LR Dlc]1:(cH
-] CIT):[eH]
:[cH]:1







11 TOPKAT _Skin_Irritancy _None_vs_Irritant
Structural Similar Compounds
Name Carbamic acid, Propanoic acid, 2-(4-((5- Ethanone, 2-((4-(2,4-
\ ((dibutylamino)thio)methy | (trifluoromethyl)-2- dichloro-3-
0—nN I-, 2,2-dimethyl-2,3-dihydr |pyridinyl)oxy)phenoxy) -, |methylbenzoyl)-1,3-
\\ o o r 0-7-benzofuranyl ester butyl ester dimethyl-1H-pyra zol-5-
s N yl)oxy)- 1-(4-
\ o methylphenyl)-
TN O N\ O Structure
o I8 G
N L/\\ o
\ "
/Nﬁ40 g
CoeH26N, O ° o T
Molecular Weight: 498.52653
ALogP: 4.994 - - - -
Rotatable Bonds: 10 Actual Endpoint Irritant Irritant Irritant
Acceptors: 6 ' Predicted Endpoint [rritant Irritant Non-Irritant
Donors: O. Distance 0.759 0.771 0.815
. Reference NTIS** National Technical NNGADYV Nippon Noyaku NNGADYV Nippon Noyaku

Model Prediction

Prediction: Non-Irritant
Probability: 0.880

Enrichment: 0.956

Bayesian Score: -2.957
Mahalanobis Distance: 10.036

Mahalanobis Distance p-value: 0.0571

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Information Service.
(Springfield, VA 22161)
Forme rly U.S.
Clearinghouse for
Scientific & Technical
Information.
Volume(issue)/pag elyear:
0OTS0539690

Gakkaishi. Journal of the
Pesticide Science Society
of Japan. (Nippon Noyaku
Gakkai, 1-43-11,
Komagome, Toshima-ku,
Tokyo 170, Japan) V.1-
1976-
Volume(issue)/pagel/year:
15,305,1990

Gakkaishi. Journal of the
Pesticide Science Society
of Japan. (Nippon Noyaku
Gakkai, 1-43-11,
Komagome, Toshima-ku,
Tokyo 170, Japan) V.1-
1976-
Volume(issue)/pagelyear:
15,125,1990

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
Set




FCFP_12 1798628285 0.085 P1 out of 21
b'N o o Or
N O
&~olo
[HLelCrNC(=0)0cC
FCFP_12 11143686149 0.082 12 out of 12
O'N o o o,f
oo
[¢]
[*]=NOC
FCFP_12 1157382193 0.066 3 out of 3
ON o o or
Ne. O
& ~oito
Clel:LLrLLel:
[]):[c]:1C(=0)0CC
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 1822674211 -0.650 0 out of 1
O'N o o O,—
N~ O
oo
[ICCCN1C(="NI'I]
el1]
FCFP_12 11432259023 -0.627 1 out of 3
O'N o o O,—
N O
&~odo
[ICN1C(=[)CEDI
c]2:[cH]:[cH]:[cH]:[
cHJ:[c]1:2




FCFP_12

159265197

[FICNACEPNCEFD
cl2:[cH]:[*):[cH:[c
H]:[c]1:2

-0.440

P out of 4




26 TOPKAT _Skin_Irritancy _None_vs_Irritant
Structural Similar Compounds
S o) Name Phenol, 2,4-dichloro-6- Benzoic acid, 2-chloro-4- |o-Nitrophenethyl alcohol
/C;/ nitro- nitro-
Structure cl cl _
9
OH N,
o
OH OH
OH
o I N _N_ -
—~ - cl o o~ "o
0~ Yo
CoHgO3S Actual Endpoint Non-Irritant Non-Irritant Non-Irritant
Molecular Weight: 208.23372 Predicted Endpoint Non-Irritant Non-Irritant Non-Irritant
ALogP: 2.596 Distance 0.515 0.584 0.596
Rotatable Bonds: 2 Reference 287PAK -,80,72 287ZPAK -,91,72 US ARMY

Acceptors: 3
Donors: 1

Model Prediction

Prediction: Non-Irritant
Probability: 0.962

Enrichment: 1.045

Bayesian Score: -1.444
Mahalanobis Distance: 11.109

Mahalanobis Distance p-value: 0.00161

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 11539132615 < o 0.079 O out of 9
7 OH
O—

FICEIDIC:s:[):
WHCRIY




FCFP_12

-1716224640

S (o]
O~
[*llc]1:0:[c]2:[cH]:[

cHI]:[*]:[cH]:[c]:2:[
cl:1[*]

0.058

P out of 2

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
S et

FCFP_12

11549222613

S 0
O—

FLHelCINC(=0)0

-0.612

5 out of 11

FCFP_12

-548632217

S 0
O—

[IC(=["NO

-0.128

49 out of 61

FCFP_12

S /o
/ OH
O\

[10

-0.118

104 out of 128




27 TOPKAT _Skin_Irritancy _None_vs_Irritant
S o) Structural Similar Compounds
// Name o-Toluene sulfonamide,N- | 1-Naphthalene sulfonic 5-Isoindolinesulfonamide,
/ (2-hydroxyethyl)-4-nitro- | acid 6-chloro-1,3-dioxo-
OH Structure o
N 0
2 HO _Il_0O
o O kg i J
0o o [
H,N NH
HN/H\\O cl
o) H ’ %
H 2 N OH
C,;HgNO,S Actual Endpoint Non-Irritant Non-Irritant Irritant
Molecular Weight: 251.25846 Predicted Endpoint Non-Irritant Non-Irritant Non-Irritant
ALogP: 1.45 Distance 0.594 0.642 0.649
Rotatable Bonds: 4 Reference 28ZPAK -,200,72 287ZPAK -,187,72 FCTOD7 Food and

Acceptors: 4
Donors: 2

Model Prediction

Prediction: Non-Irritant
Probability: 0.897

Enrichment; 0.974

Bayesian Score: -2.786
Mahalanobis Distance: 12.680

Mahalanobis Distance p-value: 6.06e-007

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Chemical Toxicology.
(Pergamon Press Inc.,
Maxwell House, Fa irview
Park, Elmsford, NY 10523)
V.20- 1982-
Volume(issue)/pagelyear:
20,573 ,1982

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure |[Score Irritant in training
Set
FCFP_12 1539132615 0.079 O out of 9

S (¢}
@E/e_«m
e

FICEIDIe:s:[*):
WHC R

H,N




FCFP_12

-1716224640

H,N

[*llc]1:0:[c]2:[cH]:[

cH]:[*I:[cH]:[c]:2:[
cl:1[*]

0.058

P out of 2

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
S et

FCFP_12

11549222613

S [¢]
S

e

H,N

2

[Le](NC(=0)0

-0.612

5 out of 11

FCFP_12

566058135

Cr <.

e

H,N

["ICC(=O)N

-0.367

13 out of 21

FCFP_12

-1977359400

i
e

["ICCOIC]CIeHL['D):
[eHL["]

-0.243

17 out of 24




29 TOPKAT _Skin_Irritancy _None_vs_Irritant
s //o Structural Similar Compounds
/ oH Name Acetic acid, 2-(sec-butyl)- |Anisole, 6-t-butyl-3- Benzenesulfonic acid, 2-
4.6-dinitrophenyl ester methyl-2,4-dinitro- anilino-5-nitro-
0 Structure 0w L0 o 0. .0
3 | I p
O/N N\o_
O o
O~ !
NN le) O// \\O
c‘>_ pS NH
N—gn~ ~
e H
(0]
C,eH NOS Actual Endpoint Irritant Irritant Irritant
Molecular Weight: 329.32724 Predicted Endpoint Non-Irritant Non-Irritant Non-Irritant
ALogP: 4.074 Distance 0.728 0.742 0.749
Rotatable Bonds: 5 Reference 85JCAE "Prehled FCTXAV Food and 85JCAE "Prehled
A tors: 5 Prumyslove Toxikologie; Cosmetics Toxicology. Prumyslove Toxikologie;
cceplors. Organicke Latky," (London, UK) V.1-19, Organicke Latky,"
Donors: 1 Marhold, J., Prague , 1963-81. For pu blisher Marhold, J., Prague ,
Czechoslovakia, information, see FCTOD?7. Czechoslovakia,
— Avicenum, 1986 Volume(issue)/pagelyear: Avicenum, 1986
Model Prediction Volume(issue)/pagelyear: | 13,875,1975 Volume(issue)/page/year:
-,750,1986 -,1061,1986

Prediction: Non-Irritant

Probability: 0.972

Enrichment: 1.056

Bayesian Score: -0.833

Mahalanobis Distance: 11.271
Mahalanobis Distance p-value: 0.000823

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure |[Score Irritant in training
Set
FCFP_12 5 0.085 P7 out of 27

["I[O-]




FCFP_12

0.084

20 out of 20

FCFP_12

-828984032

[IN+IECDIC]CeH
10D:eHE]

0.079

O out of 9

Top Featur

es for negative c
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Fingerprint
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Feature Structure

Score

Irritant in training
S et
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5 out of 11
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19 out of 61
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30 TOPKAT _Skin_Irritancy _None_vs_Irritant
S /o Structural Similar Compounds
/ / Name Acetic acid, 2-(sec-butyl)- |Anisole, 6-t-butyl-3- Benzenesulfonic acid, 2-
OH 4.6-dinitrophenyl ester methyl-2,4-dinitro- anilino-5-nitro-
Structure 0x 20 o Oy °
0 3 | 1.
O/N N\o_
O o
- 0w \
) \’T‘_ o) 0% Yo
N * o) b NH
N \H/
0 0
C,eH NOS Actual Endpoint Irritant Irritant Irritant
Molecular Weight: 329.32724 Predicted Endpoint Non-Irritant Non-Irritant Non-Irritant
ALogP: 4.074 Distance 0.728 0.742 0.749
Rotatable Bonds: 5 Reference 85JCAE "Prehled FCTXAV Food and 85JCAE "Prehled
A tors: 5 Prumyslove Toxikologie; Cosmetics Toxicology. Prumyslove Toxikologie;
cceplors. Organicke Latky," (London, UK) V.1-19, Organicke Latky,"
Donors: 1 Marhold, J., Prague , 1963-81. For pu blisher Marhold, J., Prague ,
Czechoslovakia, information, see FCTOD?7. Czechoslovakia,
— Avicenum, 1986 Volume(issue)/pagelyear: Avicenum, 1986
Model Prediction Volume(issue)/pagelyear: | 13,875,1975 Volume(issue)/page/year:
-,750,1986 -,1061,1986

Prediction: Non-Irritant

Probability: 0.973

Enrichment: 1.057

Bayesian Score: -0.763

Mahalanobis Distance: 11.271
Mahalanobis Distance p-value: 0.000823

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure |[Score Irritant in training
Set
FCFP_12 5 0.085 P7 out of 27
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31 TOPKAT _Skin_Irritancy _None_vs_Irritant
S /o Structural Similar Compounds
/ / Name Acetic acid, 2-(sec-butyl)- |Anisole, 6-t-butyl-3- Benzenesulfonic acid, 2-
OH 4.6-dinitrophenyl ester methyl-2,4-dinitro- anilino-5-nitro-
i Structure os o o 05,0
o) 0 > | I
\ L N, N -
N— o) o)
=0 O O o
O~ !
NN le) O// \\O
c‘>_ pS NH
\H/
(0]
C,eH NOS Actual Endpoint Irritant Irritant Irritant
Molecular Weight: 329.32724 Predicted Endpoint Non-Irritant Non-Irritant Non-Irritant
ALogP: 4.074 Distance 0.726 0.740 0.747
Rotatable Bonds: 5 Reference 85JCAE "Prehled FCTXAV Food and 85JCAE "Prehled
A tors: 5 Prumyslove Toxikologie; Cosmetics Toxicology. Prumyslove Toxikologie;
cceplors. Organicke Latky," (London, UK) V.1-19, Organicke Latky,"
Donors: 1 Marhold, J., Prague , 1963-81. For pu blisher Marhold, J., Prague ,
Czechoslovakia, information, see FCTOD?7. Czechoslovakia,
— Avicenum, 1986 Volume(issue)/pagelyear: Avicenum, 1986
Model Prediction Volume(issue)/pagelyear: | 13,875,1975 Volume(issue)/page/year:
-,750,1986 -,1061,1986

Prediction: Non-Irritant

Probability: 0.971

Enrichment; 1.054

Bayesian Score: -0.965

Mahalanobis Distance: 11.271
Mahalanobis Distance p-value: 0.000823

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure |[Score Irritant in training
Set
FCFP_12 5 0.085 P7 out of 27
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34 TOPKAT _Skin_Irritancy _None_vs_Irritant
AN Structural Similar Compounds
Name Urea, 1,3-bis(2- Benzenesulfonic acid, 2-Anthracenesulfonic
o} benzothiazolylthiomethyl) |2,2'-(4,4'- acid, 1-amino-9,10-
- biphenylylenedivinylene)d | dihydro-9,10-dioxo-4-
l¢) i-, disod ium salt (2,4,6 -trimethylanilino)-,
A\ Y monosodium salt
Structure
S
| O O
N >;N o N
o /T
Il - o0 e
N\>_ /h /:O_
?EO (o] NH g ©
CusH,N;0,S O o )
Molecular Weight: 459.51694
ALogP: 3.396 Actual Endpoint Irritant Irritant Irritant
Rotatable Bonds: 8 Predicted Endpoint Irritant Non-Irritant Non-Irritant
Acceptors: 4 Distance 0.843 0.865 0.902
Donors: 3 Reference AMIHBC AMA Archives of | MVCRB3 MVC-Report. 85JCAE "Prehled

Model Prediction

Prediction: Non-Irritant
Probability: 0.508

Enrichment: 0.551

Bayesian Score: -4.528
Mahalanobis Distance: 12.168

Mahalanobis Distance p-value: 1.1e-005

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Industrial Hygiene and
Occupational Medicine.
(Chicago, IL) V.2-10,
1950-54. For publisher
information, see AEHLAU.
Volume(issue)/pag elyear:
5,311,1952

(Stockholm, Sweden)
No.1-2, 1972-73.
Discontinued. Volu
me(issue)/pagelyear:
2,193,1973

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,1327,1986

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
Set




FCFP_12 1539132615 N 0.079 O out of 9
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o
Cr
S N
H@g,_OH
[*INC[c]1:[cHI:[cH]:[
Ll D:eH]A
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 11838187238 . -0.692 5 out of 12
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35 TOPKAT _Skin_Irritancy _None_vs_Irritant
Structural Similar Compounds
Name Sulfide, bis(4-t-butyl-m- Benzenesulfonic acid, N-o-tolylmaleidide
cresyl)- 2,2'-(4,4'-
o biphenylylenedivinylene)d
i-, disod ium salt
o
N\ / Structure OH
s N o
H
H o
N o N.
OH OH O ] W
V4 7
° %o §
CooHaN0:8 O
Molecular Weight: 492.58816 Actual Endpoint Irritant Irritant Irritant
ALogP: 6.126 Predicted Endpoint Irritant Non-Irritant Irritant
Rotatable Bonds: 8 Distance 0.810 0.817 0.875
Acceptors: 3 Reference AMIHBC AMA Archives of | MVCRB3 MVC-Report. US ARMY

Donors: 2

Model Prediction

Prediction: Non-Irritant
Probability: 0.750
Enrichment; 0.814

Bayesian Score: -3.744
Mahalanobis Distance: 8.646

Mahalanobis Distance p-value: 0.612

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Industrial Hygiene and
Occupational Medicine.
(Chicago , IL) V.2-10,
1950-54. For publisher
information, see AEHLAU.
Volume(issue)/pag elyear:
5,311,1952

(Stockholm, Sweden)
No.1-2, 1972-73.
Discontinued. Volu
me(issue)/pagelyear:
2,193,1973

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
Set




FCFP_12 1539132615 0.079 O out of 9
b
Cr,
S N
NH
o O
[IC(=0DIel1:s:[*]:
[Tl
FCFP_12 907096426 p 0.077 7 out of 7
[¢]
C3
S NH
NH
o O
[INCIe] )]
FCFP_12 127906732 0.076 6 out of 6
b
Cr-
S N
NH
o O
[*INC[c]1:[cH]:[cH]:[
Ll D:leHIA
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 11838187238 -0.692 5 out of 12
b
C-
S N
bNH
["IC(=I"DNIe]:[cHP
[cHL:[):[e[*]):[c
H]:1
FCFP_12 1792685140 -0.650 0 out of 1

be
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Structural Similar Compounds
Name Benzenesulfonic acid, Anthraquinone, 1,1'- Sulfide, bis(4-t-butyl-m-
2,2'-(4,4- iminodi- cresyl)-
o biphenylylenedivinylene)d
i-, disod ium salt
AN /0 Structure O . 0
- o
H
: O
/ / \ O 0%3 OH OH ‘
0 —N
‘:22 O 0
CogHN0:8 @
Molecular Weight: 493.57622 Actual Endpoint Irritant Irritant Irritant
ALogP: 4.976 Predicted Endpoint Non-Irritant Non-Irritant Irritant
Rotatable Bonds: 8 Distance 0.717 0.862 0.887
Acceptors: 4 Reference MVCRB3 MVC-Report. 85JCAE "Prehled AMIHBC AMA Archives of

Donors: 2

Model Prediction

Prediction: Non-Irritant
Probability: 0.781
Enrichment: 0.848

Bayesian Score: -3.605
Mahalanobis Distance: 8.280

Mahalanobis Distance p-value: 0.787

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

(Stockholm, Sweden)
No.1-2, 1972-73.
Discontinued. Volu
me(issue)/pagel/year:
2,193,1973

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986

Volume(issue)/pagel/year:

-,735,1986

Industrial Hygiene and
Occupational Medicine.
(Chicago , IL) V.2-10,
1950-54. For publisher
information, see AEHLAU.
Volume(issue)/pag elyear:
5,311,1952

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
Set




N
NH

[IC(=["DN[c]1:[cHf
[cHI[eH]:[el(D:L
cHJ:1

FCFP_12 -124655670 0.082 13 out of 13
by
\
S
Ra¥ O
[IelCrT):[eH]n:
]
FCFP_12 11539132615 0.079 O out of 9
b
Cr-
S N
sy
N
[IC(=0DIe1:s:[*]:
[(T:LelA["]
FCFP_12 11695756380 0.077 7 out of 7
b
C
S N
NH
o il
[*11:[cH]:[cH]:[cH]:n
:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 11838187238 -0.692 5 out of 12
053
[IC(=["DNLe]1: [cH]E>
[eHEEEN]) e
H]:1
FCFP_12 1792685140 -0.650 0 out of 1
b
=
S
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Structural Similar Compounds
Name Benzenesulfonic acid, Urea, 1,3-bis(2- 2-Anthracenesulfonic
2,2'-(4,4- benzothiazolylthiomethyl) |acid, 1-amino-9,10-
o biphenylylenedivinylene)d | - dihydro-9,10-dioxo-4-
i-, disod ium salt (2,4,6 -trimethylanilino)-,
pZ o monosodium salt
1 = st
ructure
N s N O //‘o:
: " @
N s O 8 o
\ o
7\ . OO
’ Cry-
?:Zo o] NH g °
C,7H1N30;S, O ° 2
Molecular Weight: 499.60394
ALogP: 4.929 Actual Endpoint Irritant Irritant Irritant
Rotatable Bonds: 8 Predicted Endpoint Non-Irritant Irritant Non-Irritant
Acceptors: 4 Distance 0.705 0.821 0.937
Donors: 2 Reference MVCRB3 MVC-Report. AMIHBC AMA Archives of | 85JCAE "Prehled

Model Prediction

Prediction: Non-Irritant
Probability: 0.825
Enrichment: 0.896

Bayesian Score: -3.365
Mahalanobis Distance: 9.888

Mahalanobis Distance p-value: 0.0829

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

(Stockholm, Sweden)
No.1-2, 1972-73.
Discontinued. Volu
me(issue)/pagelyear:
2,193,1973

Industrial Hygiene and
Occupational Medicine.
(Chicago , IL) V.2-10,
1950-54. For publisher
information, see AEHLAU.
Volume(issue)/pag elyear:
5,311,1952

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,1327,1986

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
Set
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7 out of 7
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Fingerprint
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Feature Structure

Score

Irritant in training
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Co-crystallized ligand

TOPKAT _Skin_Irritancy _None_vs_Irritant

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name 5-Norbornene-2,3- p-Acetophenetidide, 3'- Benzenesulfonic acid, 2-
dicarboxylic acid, (bis(2- anilino-5-nitro-
1,4,5,6,7,7-hexachloro- hydroxyethyl)amino)-

Structure 0. .0

H SN

Cl Cl o% N,

o d O
Cl

S o O i

cl o
O - >
of

Actual Endpoint Irritant Non-Irritant Irritant

Predicted Endpoint Irritant Non-Irritant Non-Irritant
Distance 0.858 0.883 0.909

Model Prediction

Prediction: Non-Irritant
Probability: 0.710
Enrichment: 0.771

Bayesian Score: -3.902
Mahalanobis Distance: 8.407

Mahalanobis Distance p-value: 0.732

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false
negative rate.

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a
cutoff.

Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.

Reference

85JCAE "Prehled
Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986

Volume(issue)/pagelyear:

-,581,1986

28ZPAK -,100,72

85JCAE "Prehled
Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,1061,1986

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: 262592487: [*]:[c]1:[*]:[*]:n:[nH]:1
3. Unknown FCFP_2 feature: 1747267175: [*][c]1:[*]:[*]:[nH]:n:1

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set




FCFP_12 1940464803 f 0.077 7 out of 7
NHo
NH
5
[’]S(=['])(=[’])1CC1CC
FCFP_12 751214629 0.073 b5 out of 5
o,
1t
[*][CJﬂiHlich]:[GH
J:elCIeHED)Cl T
CHI:[]):[eHI]
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O NH
J
['T:InHI:[*]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 11838187238 -0.692 5 out of 12
o,
NN
si
[*]C(=?ﬁN[c]1:[cH1:
[CHI:[TLel[*):[e
H]:1
FCFP_12 1792685140 -0.650 0 out of 1
NHo
agN

H
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[eHL:[eHL:[e([*]):[
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11 TOPKAT _Carcinogenic_Potency TD50 Mouse

Structural Similar Compounds

Acceptors: 6
Donors: 0

Name 223 Estradiol mustard Tamoxifen citrate
\O Structure
—N // ]
c ' A0 0 At
\\ // 0\\ o \o \ 'i/\ ;/
r
N o g
~_ N o /EQ/ o " "
4 ety (7T s AL Ak
o €3
: s gl g es s
—0 Oj
Actual Endpoint (-log C) 5.08368 5.58568 5.05965
CZQHZGNZOG ) Predicted Endpoint (-log 5.08273 5.97715 4.24168
Molecular Weight: 498.52653 C)
ALogP: 4.994 Distance 0.849 0.860 0.904
Rotatable Bonds: 10 Reference CPDB CPDB CPDB

Model Prediction

training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC22 out of range. Value: 4.6468. Training min, max, SD, explained variance: -3.1587,
Prediction: 44.302 3.8589, 1.086, 0.0147.
Unit: mg/kg_body_weight/day 2. ((3352852012?(’)5?“8 c())flrsaéwge. Value: 3.5777. Training min, max, SD, explained variance: -2.6901,
Mahalanobis Distance: 17.715 3. Unknown ECFP_2 feature: -813643813: [[c]L:[*]:[]:0:[c]:1[c]C[):[*]
Mahalanobis Distance p-value: 5.46e-022 4.  Unknown ECFP_2 feature: -1658273810: [*]C(=[*])[c]L:[c]([*]):[*]:[*]:[c]:1:[*]
I\/Iahalalnobis Dis;ta;]nce: T:’\de I\/Iar(wjalanobis P?istance (MD% is a 5. Unknown ECFP_2 feature: -661097313: [*|]CNLC(=*D[*1[*1:[c]1:[*]
izati the Eucli ist that t -
Correlations among the X properties. It is calculated as the 6. Unknown ECFP_2 feature: -1236953626: [JN1[*][][c].[*]):[c]L:[cH]:[*]
Idistance to thﬁ cehnter o(fj_tht_a training data. The larger the MD, the 7. Unknown ECFP_2 feature: -820505146: [*]ON=C([*])[*]
trustworthy t tion. —
l\asafwarll;i(\)/\tl)?é D%sta?‘ugéep—l\falﬂg: The p-value gives the fraction of 8. Unknown ECFP_2 feature: -408704017: [*]=NOC

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6 1559650422 0.203
b'N o o O,—
&~eto
(e}
*ICr]
ECFP_6 683445015 0.136
b'N o o O,—
N O {
&
[l:o:[*]
ECFP_6 -1087070950 0.104
O-N o o O,—
oo
o
[IN=["]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 2106656448 -0.275
b'N o o O,—
&~eto
o
[IC(=0)"]
ECFP_6 1996767644 -0.251

CUe]CLD:[eH]:[eH
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C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name 3-Methoxy-4- 6-Nitrobenzimidazole 4,4"-Oxydianiline
aminoazobenzene
Structure H N
NH,
X ”
o
N o} \>
! | BN N
9 -
NH
Actual Endpoint (-log C) 3.57693 2.642 3.7752
Predicted Endpoint (-log 2.89883 3.39256 3.57646
C)
Distance 0.571 0.591 0.601
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 431.948

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 11.399

Mahalanobis Distance p-value: 0.0003

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: -1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]

3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1333660716 s o 0.075
/ OH

O—

Clel [T [Le]:
[*1):[c]:1:[cH]:["]




OH

?/% ’

[(1:[eHL]

ECFP_6 734603939 s o 0.042
O—
['1c
ECFP_6 1307307440 S o 0.016
O—
[LLelC[*)OC
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1996767644 . -0.251
e}
O—
(ILelCI):[eH]:[eH
I
ECFP_6 642810091 S R L0.247
O—
CIelCED
ECFP_6 182236392 £0.232
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S o) Structural Similar Compounds
// Name 2-Hydrazino-4-(p- 4- Formic acid 2-[4-(5-nitro-
/ nitrophenyl) thiazole Ethylsulphonylnaphthalen | 2-furyl)-2-
OH e-1-sulfonamide thiazolyllhydrazide s
Structure 08, o o ) o
N \
O
HN
99 \
NH
so Z O\ o N:‘<
/ N NS
H_N _Sw %
2 %N_NHZ o”1™No ° \ /
H NH,
C,;HgNO,S -
Molecular Weight: 251.25846 Actu?\I Endpoint g-log C) 4.34807 4.15192 4.37179
ALogP: 1.45 E;edlcted Endpoint (-log 4.37858 3.54657 4.32851
Rotatable Bonds: 4 Distance 0.557 0.566 0578
Acceptors: 4 Reference CPDB CPDB CPDB

Donors: 2

Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.

Prediction: 215.730 1. OPS PC23 out of range. Value: 3.3455. Training min, max, SD, explained variance: -2.6901,

Unit: mg/kg_body_weight/day 3.3252, 1.05, 0.0138.

Mahalanobis Distance: 11.329 2. Unknown ECFP_2 feature: -1670580914: [*]|C(=[*][c]1:s:[*]:[*]:[c]:1[*]
Mahalanobis Distance p-value: 0.000399 3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a 4. Unknown ECFP_2 feature: -1686813061: [*|OCC(=[*])[*]

generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the 1 1

less trustworthy the prediction. Featu re CO ntri b ution
Mahalanobis Distance p-value: The p-value gives the fraction of

training data with an MD greater than or equal to the one for the Top features for positive contribution
given sample, assuming normally distributed data. The smaller - - - -
the p-value, the less trustworthy the prediciton. For highly non- Fingerprint Bit/Smiles Feature Structure Score
inn?ircrr(wjIr;(t;ropertles (e.g., fingerprints), the MD p-value is wildly ECFP_6 h572579716 S 5 D.225
/ OH
o]
he
H,N
['IN
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FIC(=['DN
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Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score
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s //o Structural Similar Compounds
/ OH Name 646 Acifluorfen 470
Structure NG
o) 7.
N\\O
o .
SN
| - o
o] NQN
HO
e
o
Actual Endpoint (-log C) 0.937339 3.40908 4.62839
ClGHllNOSS Predicted Endpoint (-log 3.26294 3.10974 3.93264
Molecular Weight: 329.32724 C)
ALogP: 4.074 Distance 0.628 0.663 0.682
Rotatable Bonds: 5 Reference CPDB CPDB CPDB
Acceptors: 5 - —
Donors: 1 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found in the training set.
Model Prediction 1.  All properties and OPS components are within expected ranges.
Prediction: 99.555 2. Unknown ECFP_2 feature: -1670580914: [*]|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
Unit: mg/kg_body_weight/day 3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
Mahalanobis Distance: 11.596
Mahalanobis Distance p-value: 0.00013 Feature Contribution
Mahalanobis Distance: The Mahalanobis distance (MD) is a anf . .
genelralization of thehEucIidean distance thalt a(l:cot(Jjnts %ck)]r Top features for positive contribution
correlations among the X properties. It is calculated as the - - - -
distance to the cer?ter of tt?e tFr)aining data. The larger the MD, the Fingerprint Bit/Smiles Feature Structure Score
less trustworthy the prediction.
Mahalanobis D%stan(?e p-value: The p-value gives the fraction of ECFP_6 1559650422 s 0 0.203
training data with an MD greater than or equal to the one for the / OH
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non- O
normal X properties (e.g., fingerprints), the MD p-value is wildly b
inaccurate.
ad
[IC[*]




ECFP_6 12024255407 s . 0.172
Ob
4o
ICICIC:[eHL"]):[e
HI:["]
ECFP_6 781519895 s. o 0.080
O;
v
[*](O-]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1996767644 s . L0.251
Ob
Y
[(IlelCI):[eH]:[eH
I
ECFP_6 642810091 s. o L0.247
[¢]
Yad
CIelCED:
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S o
7
7 o
O
o
N
\
(6]
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name 646 Acifluorfen 470
Structure Os _OH _
h o
N
~o
O\\ N
N .
o] NQN
O
Actual Endpoint (-log C) 0.937339 3.40908 4.62839
Predicted Endpoint (-log 3.26294 3.10974 3.93264
C)
Distance 0.626 0.661 0.685
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 164.040

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 11.806

Mahalanobis Distance p-value: 5.12e-005

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: -1670580914: [*]|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]

3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

ECFP_6

1559650422

['ICr]

0.203




ECFP_6 12024255407 s 0.172
(o]
b o
N
o
ICICl:IeHL"T):[e
HI:["]
ECFP_6 781519895 s 0 0.080
Sua
O
Oy
N
‘0
[*1[0-]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1996767644 s . L0.251
[e]
O
N
o
[(IlelCI):[eH]:[cH
1]
ECFP_6 642810091 s. o L0.247
Sua
(0]
b\ ‘O-
N
0
CIelCED:
ECFP_6 182236392 £0.232

["1:[cH]["]
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S o]
72
0
° \ L
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name 646 Acifluorfen 470
Structure Os _OH _
h o
N
~o
O\\ N
N .
o] NQN
O
Actual Endpoint (-log C) 0.937339 3.40908 4.62839
Predicted Endpoint (-log 3.26294 3.10974 3.93264
C)
Distance 0.619 0.653 0.684
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 148.064

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 11.015

Mahalanobis Distance p-value: 0.00137

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: -1670580914: [*]|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]

3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

ECFP_6

1559650422

["1CI"]

0.203




ECFP_6

781519895 s 0
o— @

["I[O-]

0.080

ECFP 6

1333660716 s 0

Ie} o

7

ClLel [Tl
[*1):[c]:1:[cH]["]

0.075

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

ECFP_6

1996767644

[(llc]:[*]):[cH]:[cH
117

-0.251

ECFP_6

642810091 S 0

-0.247

ECFP_6

-182236392 s 0

["1:[cH]:["]

-0.232
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H,N
o
N7
s N
H
H
N
/
o} ::
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name Ochratoxin A 542 4-Chloro-6-(2,3-xylidino)-
2-pyri-mi-dinylthio(N-b-
hydroxy-ethyl) acetamide

Structure

" o} OH ©
0.
O o
o] OH o] H H
Ho™ o o

Actual Endpoint (-log C) 4.79932 4.79932 3.91517
Predicted Endpoint (-log 3.6353 3.6353 3.92186
C)

Distance 0.853 0.853 0.912
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 14.134

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 14.110

Mahalanobis Distance p-value: 1.63e-010

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Unknown ECFP_2 feature: -1670580914: [*]C(=[*])[c]1:s:[*]:[*]:[c]:1[*]

2.
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
4.  Unknown ECFP_2 feature: -1686813061: [*JOCC(=[*])[*]

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

ECFP_6

1572579716

0.225




ECFP_6 1559650422 0.203
_ HZ}O
(¢}
-0
S NH:
A
(e}
[IC["]
ECFP_6 2024255407 0.172
H{\l]_o
[e]
o
S N
o O
ICICIC:IeHL"]):[e
HI:["]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1996767644 -0.251
H,N,
o
C-,
S N
o O
[(IlelCI):[eH]:[eH
o
ECFP_6 642810091 L0.247
_ HZ}O
(¢}
-0
S NH:
2 >—NH
O
CUelCID
ECFP_6 182236392 £0.232

[*1:[cH]:["]
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(0]
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S N
H
H
N
>/—®
o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name Phenolphthalein 646 Tamoxifen citrate
Structure

(0]

/ -~

Clrmy | /
O OH ° "y O , O A~
Q Ho @
“ 20

Actual Endpoint (-log C) 2.43468 0.937339 5.05965
Predicted Endpoint (-log 3.66084 3.26294 424168
C)
Distance 0.998 1.001 1.010
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 8.080

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 13.675

Mahalanobis Distance p-value: 2.42e-009

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: -1670580914: [*]|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]

3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

1559650422

¥;
S NH@_ 2{{_@

["ICI"]

0.203




ECFP_6

-2024255407

SaTy
D
0
[*ICIcl(:[cHI:[*]):[c
HI:[*]

0.172

ECFP 6

-175146122

<0
RS

PICEIDIclCleH]
“1):[eHL

0.107

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

ECFP_6

1996767644
5

el
D
O
[*1el:[*]):[cH]:[cH
1071

-0.251

ECFP_6

642810091 p
(o]
SAY
S NH:
@'N,H_@

(0]

]I

-0.247

ECFP_6

1182236392 p
o]
()j\\-f’
S NH:
NH
O O

[*1:[cH]:["]

-0.232
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0
[¢]
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S N
H
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//
0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Tamoxifen citrate 646 Phenolphthalein
Structure
(o]
~ /
% Ly
0 on on I-
o [e]
O : O o%\/\/ko N\\N O OH
o . )
SONE
Actual Endpoint (-log C) 5.05965 0.937339 2.43468
Predicted Endpoint (-log 424168 3.26294 3.66084
C)
Distance 0.982 0.993 0.993
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 6.036

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 13.658

Mahalanobis Distance p-value: 2.69e-009

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: -1670580914: [*]|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
3. Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

655739385

ol
s NH@_ Z»H_Q

[*l:n:l]

0.229
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[¢]
[e]
- | Ny
N s N
H
H
N S
) |
O/ \
C27H21N30352
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Tamoxifen citrate 646 Ochratoxin A
Structure

J o .

! e

V-G IR S e < VUUR
A o] OH o
O HO l l Ho” o

Actual Endpoint (-log C) 5.05965 0.937339 4.79932
Predicted Endpoint (-log 424168 3.26294 3.6353
C)
Distance 1.024 1.035 1.043
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 9.075

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 13.530

Mahalanobis Distance p-value: 5.77e-009

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]

Unknown ECFP_2 feature: -1670580914: [*]IC(=[*D[c]1:s:[*]:[*]:[c]:1[*]

2
3.
4.  Unknown ECFP_2 feature: 1898414610: [*]C(=[*]D[c]1:[cH]:[*]:[*]:s:1
5 Unknown ECFP_2 feature: 1996740348: [*]1:[*]:s:[cH]:[cH]:1

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

ECFP_6

655739385 p
0
Z 0
m_(NH
2 >—NH s
o \dl

[*l:n:[]

0.229
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1996767644 L0.251
by
T
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ng_{;
(el D:[eH]:[cH
i
ECFP_6 642810091 p L0.247
O
z (¢]
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NH S
O I
ClelCrD
ECFP_6 182236392 £0.232
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Co-crystallized ligand TOPKAT _Carcinogenic_Potency TD50 Mouse

Structural Similar Compounds

Name Ochratoxin A 542 Phenolphthalein
Structure

@ 0
" o oH 0o
o
0"y o OH
o] OH o] H
HO" 0 OH

Actual Endpoint (-log C) 4.79932 4.79932 2.43468
C21H22N4O3S Predicted Endpoint (-log 3.6353 3.6353 3.66084
Molecular Weight: 410.48938 C)
ALogP: 3.14 Distance 0.778 0.778 0.844
Rotatable Bonds: 7 Reference CPDB CPDB CPDB
Acceptors: 4
Donors: 3 Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Model Prediction 1. All properties and OPS components are within expected ranges.

Prediction: 5.812 2 Unknown ECFP_2 feature: -857146788: [*]C(=[*])C1CC1
Unit: mg/kg_body_weight/day 3. Unknown ECFP_2 feature: 268744321: [*]CS(=0)(=O)N[*]
Mahalanobis Distance: 13.011 g Unknown ECFP_2 feature: -1341194584: [*]S(=[*])(=[*])CC1[*][*]1

. - [*
Mahalanobis Distance p-value: 1.15¢-007 Unknown ECFP_2 feature: -1795620553: [¥]CC1CC1

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for 1 1

correlations among the X properties. It is calculated as the Featu re CO ntrl b Utl on
distance to the center of the training data. The larger the MD, the

less trustworthy the prediction, Top features for positive contribution
Mahalanobis Distance p-value: The p-value gives the fraction of - - - -

training data with an MD greater than or equal to the one for the Fingerprint Bit/Smiles Feature Structure Score
given sample, assuming normally distributed data. The smaller

the p-value, the less trustworthy the prediciton. For highly non- ECFP_6 655739385 0.229
normal X properties (e.g., fingerprints), the MD p-value is wildly N

inaccurate. { ©

[*l:n:]
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1996767644 -0.251
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\
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O
(6]

CZQHZGNZOG

Molecular Weight: 498.52653

ALogP: 4.994

Rotatable Bonds: 10
Acceptors: 6
Donors: 0

Structural Similar Compounds

Name 223 426 C.l. direct brown 95
Structure i
. \ nnnnnnnnnnn o .
AL <
ey (T %
o - g
/ e C
Actual Endpoint (-log C) 6.29867 2.04218 5.31387
Predicted Endpoint (-log 7.5657 3.24288 4.30266
C)
Distance 0.807 0.817 0.820
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 0.495

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 20.358

Mahalanobis Distance p-value: 1.58e-030

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

136627117

0.690




FCFP_6

1861645784

[*J:[cH]:[c]C[eH]:*
DICICE]

0.359

FCFP_6

565998553

FINTLIC(=[TC

="
=0

0.357

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

["lle]1:[*]:[cH]:[cH]
:[cH]:[cH]:1

-0.422

FCFP_6

-2093839777

[lcl:[eH]:[eH]:[cH
1:[cH]:[cH]:1

-0.378

FCFP_6
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o
N o o,—
S odo
0

CUCe]CED

-0.354
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C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name 2-Methoxy-3- Carbaryl 269
aminodibenzofuran

Structure

\NH

A

c‘> 07 N
W
H,N o) N

Actual Endpoint (-log C) 3.86645 4.15445 2.68681
Predicted Endpoint (-log 4.3205 3.66654 3.37119
C)
Distance 0.524 0.553 0.554
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 57.225

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 14.492

Mahalanobis Distance p-value: 9.82e-010

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 136627117 s o 0.690
/ OH
O—

[10C
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_ s o
O—
[']=0
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O—
CIe:LTLel
[*D:[c]:10C
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 . -0.422
o
O—
[*llc]1:[*):[cH]:[cH]
:[cH]:[cH]:1
FCFP_6 7 -0.372
_ s o
(D:/g_l(w
O—
['10
FCFP_6 16 £0.354
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S o)
/ OH
O
io
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name 2-Hydrazino-4-(p- Dapsone AF-2s
nitrophenyl) thiazole
Structure 0o o NH
NN 2
O\\ /©/ /o
O// o—N} 0 NH,
o °
N A~ ]
/
Actual Endpoint (-log C) 4.86687 4.04473 3.92644
Predicted Endpoint (-log 5.14723 4.05717 3.4842
C)
Distance 0.551 0.564 0.583
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 735.305

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 16.647

Mahalanobis Distance p-value: 1.96e-016

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 1 s o 0.234
7 OH
e
N0
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0.127
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[*]):[c]:1:[cH] "]

0.121

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

S 0
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S 0
J
/ OH
0
N—o
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C,eH;;NOS
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name 4-(2-Hydroxyethylamino)- |646 Omeprazole
2-(5-nitro-2-
thienyl)quinazoline
Structure
OH
HNJ/ O\\N, o—
- N
Xy AN \C[ — N /
— o N °
N ,\? HO
s 20
Actual Endpoint (-log C) 5.22831 2.41938 3.4628
Predicted Endpoint (-log 4.31976 3.77987 47324
C)
Distance 0.553 0.558 0.581
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 79.533

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 17.822

Mahalanobis Distance p-value: 1.33e-020

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

5
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o
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Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

s. o
@/e_«OH
ob
o
[Mlc]1:["T:[eH]:[cH]
:[cH]:[cH]:1

-0.422

FCFP_6

Crt
5

[10

o

-0.372

FCFP_6

16

S (¢}
L

OH
O
P
el

-0.354
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S 0
[/
7 o
O
o
N
\W\
(6]
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name 646 4-(2-Hydroxyethylamino)- |Omeprazole
2-(5-nitro-2-
thienyl)quinazoline

Structure

o—

DA f@
-

NQN SN
— (e]
HO N /%

0 -
Actual Endpoint (-log C) 2.41938 5.22831 3.4628
Predicted Endpoint (-log 3.77987 4.31976 47324
C)
Distance 0.555 0.556 0.583
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 79.533

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 17.822

Mahalanobis Distance p-value: 1.33e-020

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

5 S o
Suad
O

["I[O-]

0.431




FCFP_6

0.336

FCFP_6

[=0

0.234

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

001735244

["lc]1:[L:[eH]:[cH]
:[cH]:[cH]:1

-0.422

FCFP_6

-0.372

FCFP_6

16 s 0
Sua

CACICENT]

-0.354
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S o]
4
72
0
° \ L

C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name 4-(2-Hydroxyethylamino)- |646 Omeprazole
2-(5-nitro-2-
thienyl)quinazoline
Structure
OH
HNJ/ O\\N, o—
- N
Xy AN \C[ — N /
— o N °
N ,\? HO
O, 20
Actual Endpoint (-log C) 5.22831 2.41938 3.4628
Predicted Endpoint (-log 4.31976 3.77987 47324
C)
Distance 0.555 0.561 0.582
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 82.668

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 18.091

Mahalanobis Distance p-value: 1.33e-021

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

5

S 0
=
0

O [
N=o

["1[O]

0.431




FCFP_6

S 0
=

o

o 3
bmo

CIN+(=DI]

0.336

FCFP_6

S 0

7 on

o Q.
bmo

['=0

0.234

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

[(1[c]1:[*]:[cH]:[cH]
[cH]:[cH]:1

-0.422

FCFP_6

S 0
.
o Q,

o

['10

-0.372

FCFP_6

16

S 0
o Q.
la%
):[*]

CUICED:T

-0.354
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H,N
— 0O
o)
o}
Ny g
s N
H
H
N
/
o} i:
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name Fluvastatin 913 4-Bis(2-
hydroxyethyl)amino-2-(5-
nitro-2-thienyl)quinazoline

Structure

L

N
7 /O
N #
N/
Actual Endpoint (-log C) 3.51742 3.51742 5.05984
Predicted Endpoint (-log 5.41573 5.41573 4.23808
C)
Distance 0.704 0.704 0.726
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 151.999

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 20.452

Mahalanobis Distance p-value: 6.46e-031

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

1

0.234




FCFP_6

-885550502

0.229

FCFP_6

203677720

J

0
Cf&-*‘it
s N
NH
O
FICEDICI:[el([*
D:CLCYLe] 1

0.137

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

Sy

[Mllc]1:[T:[eH]:[cH]
:[cH]:[cH]:1

-0.422

FCFP_6

-2093839777

HN

0
e
S N
NH
o O
[*I[c]1:[cH]:[cHI:[cH
J:[cH]:[cH]:1

-0.378

FCFP_6

16

ICICIN:T]

-0.354
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o
(0]
N__¢
S N
o
H
N
//
(0] ::
C3OH24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name

913 Fluvastatin

Indomethacin

Structure

Actual Endpoint (-log C) 3.51742 3.51742 5.49293
Predicted Endpoint (-log 5.41573 5.41573 4.9569
C)

Distance 0.829 0.829 0.905
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 27.572

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 19.733

Mahalanobis Distance p-value: 5.53e-028

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

1
¥;
N

['I=0

0.234




FCFP_6

-885550502

¥;
S NH@_ N»H_O

(0]

[ICNC(=['][']

0.229

FCFP_6

203677720

¥;
o

CICEDIeI:[el([*
DTl

O
o

0.137

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

2
Vg

[([c]1:[*]:[cH]:[cH]
[cH]:[cH]:1

-0.422

FCFP_6

-2093839777

¥
- Vg

[*l[c]1:[cH]:[cH]:[cH
1:[cH]:[cH]:1

-0.378

FCFP_6

16

oL
M

(0]

CUCe]CED
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0
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H
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N7 N
//
0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name 913 Fluvastatin C.l. direct brown 95

Structure 5\
(o)

OH ’ N

I r 5,

Actual Endpoint (-log C) 3.51742 3.51742 5.31387
Predicted Endpoint (-log 5.41573 5.41573 4.30266
C)

Distance 0.818 0.818 0.893
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 25.767

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 21.213

Mahalanobis Distance p-value: 4.23e-034

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC6 out of range. Value: 7.0182. Training min, max, SD, explained variance: -5.5832,
6.4847, 1.973, 0.0374.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score

FCFP_6 i p D.234
(o}
m—«o
S NH
NH 7\
A L\

['I=0




FCFP_6 885550502 p 0.229
(¢}
-
S NH
NH 7\
[FICNC(=["]I"]
FCFP_6 730557100 0.141
3
e
S N
NH
O Y
[*llc]1:[*]:n:[cH]:[c
H]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.422
by
Cr
S N
ash A
o N
[llel1:[*]:[cH]:[eH]
:[cH]:[cH]:1
FCFP_6 2093839777 -0.378
by
-
S N
2 >—NH @
O =N
[*l[c]1:[cH]:[cH]:[cH
J:[cH]:[cH]: 1
FCFP_6 16 -0.354

S NI H:
»_@

0 =N

CUC]CEDT
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[¢]
(0]
- | Ny
N s N
H
H
N S
) |
O/ \
C27H21N30352
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name

Fluvastatin

913

C.l. direct brown 95

Structure

Actual Endpoint (-log C) 3.51742 3.51742 5.31387
Predicted Endpoint (-log 5.41573 5.41573 4.30266
C)

Distance 0.858 0.858 0.890
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 84.954

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 21.005

Mahalanobis Distance p-value: 3.18e-033

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC6 out of range. Value: 6.8529. Training min, max, SD, explained variance: -5.5832,

6.4847,1.973, 0.0374.

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

1 9
0
4 0
m_(r\m
gty

[=0

0.234




FCFP_6 885550502 p 0.229
O
Z (0]
m_(w
2 >—NH S
o \\J
FICNC(=[DI]
FCFP_6 730557100 0.141
5
Sy
S NH
b‘”{*_@
[*Ic]1:[*]:n:[cH]:[c
H]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.422
Ay
=
S N
H@-EHH S|
[*l[c]1:[*]:[cH]:[cH
:[cH]:[cH]:1
FCFP_6 2093839777 -0.378
5
o
S NHb-
NH §
o
[*Ilc]1:[cH]:[cH:[cH
J:[cH]:[cH]:1
FCFP_6 1280036918 -0.363

oL
R

FICEDIe]:[eH] [
cH]:[cH]:s:1







Co-crystallized ligand TOPKAT_Carcinogenic_Potency TD50_ Rat

Structural Similar Compounds

Name Fluvastatin 913 Ochratoxin A

Structure

Actual Endpoint (-log C) 3.51742 3.51742 6.47264
C21H22N4O3S . Predicted Endpoint (-log 5.41573 5.41573 5.06501
Molecular Weight: 410.48938 C)
ALogP: 3.14 Distance 0.685 0.685 0.743
Rotatable Bonds: 7 Reference CPDB CPDB CPDB
Acceptors: 4 - —
Donors: 3 Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Model Prediction 1. OPS PC17 out of range. Value: 4.9376. Training min, max, SD, explained variance: -4.122,
Prediction: 7.863 4.7538, 1.355, 0.0176.
Unit: mg/kg_body_weight/day
Mahalanobis Distance: 15.505 Feature Contribution
Mahalanobis Distance p-value: 1.03e-012 Top features for positive contribution
Mahalanobis Distance: The Mahalanobis distance (MD) is a - - - -
generalization of the Euclidean distance that accounts for Fingerprint Bit/Smiles Feature Structure Score
correlations among the X properties. It is calculated as the
distance to the cer?ter of tt?e tFr)aining data. The larger the MD, the | JFCFP_6 -1861645784 0.359
less trustworthy the prediction. f
Mahalanobis Distance p-value: The p-value gives the fraction of NHo
training data with an MD greater than or equal to the one for the N
given sample, assuming normally distributed data. The smaller NH
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly @@”
inaccurate.

[*]2[CY¢/]I[C](1[CH]2[*
DICICED:L]




FCFP_6

0.234

FCFP_6

307419094

N

unt

* V/ * *
Clel [Tl
[*1):[c]:1:[cH]["]

0.121

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

o,

N
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v‘;? N
[*[e]1:[*):[cH:[cH]
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FCFP_6
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-0.354
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Structural Similar Compounds
Name FLUVALINATE ASSURE RESERPINE
\ Structure
O—nN (
(0] N o]
> el b
N\/\/O NH i
O vy | O
o
(6] [}
o O
| |
Actual Endpoint (-log C) 5.30356 5.00328 6.38645
C29H26N206 ) Predicted Endpoint (-log 4.89944 4.27671 5.548
Molecular Weight: 498.52653 C)
ALogP: 4.994 Distance 0.706 0.751 0.788
Rotatable Bonds: 10 Reference EPA COVER SHEET EPA COVER SHEET NTP 193 22
0281;880630;(1) 0335;891001;(1)

Acceptors: 6
Donors: 0

Model Prediction
Prediction: 0.041

Unit: g/kg_body_weight
Mahalanobis Distance: 34.193

Mahalanobis Distance p-value: 3.29e-032

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.

1

2 Unknown ECFP_6 feature:
3 Unknown ECFP_6 feature:
4, Unknown ECFP_6 feature:
5. Unknown ECFP_6 feature:
6 Unknown ECFP_6 feature:
7 Unknown ECFP_6 feature:
8 Unknown ECFP_6 feature:
9. Unknown ECFP_6 feature:
10. Unknown ECFP_6 feature:
11.  Unknown ECFP_6 feature:
12.  Unknown ECFP_6 feature:
13. Unknown ECFP_6 feature:
14. Unknown ECFP_6 feature:
15.  Unknown ECFP_6 feature:
16.  Unknown ECFP_6 feature:
17. Unknown ECFP_6 feature:
18.  Unknown ECFP_6 feature:
19.  Unknown ECFP_6 feature:

1203316083: [*][c]1:[*]:[*]:[c]:[*]D:0:1
-813643813: [*][c]1:[*]:[*]:0:[c]:1[c]:[*D:I*]
-1658273810: [*]C(=[*])[c]1:[c]([*]):[*]:[*]:[c]

1333660716: [*][c]1:[*]:[*]:[c]C:[*D:[c]: 1:[cH]:

1334014211: [*]:[cH]:[c]1:0:[*]:[*):[c]:1:[%]
1430791942: [*]OC(=0)[c]:[*D:[*]
-181568884: [*]:[cHI:[CICICHI:*DICIGI*D:[*]
1997021792: [*]:[cH]:[cH]:[cH]:[*]
-1255706725: [*]CO[c]C:[*]):[*]
-1790412586: [*]CCOI[*]

-1788978402: [*]CCN([*D[*]

-661097313: [*]CNIC(=*D*1*]:[cI1:[*]
1945129186: [*]N1[*]:[*]C(=[*])C1=0
1716966732: [*\N=C/I\C(=[*D[*I[*]:[c]1:[*]
-1236953626: [*INL[*I[*I[c]G:[*D:[c]L:[cH]:[*]
-820505146: [*]ON=C([*])[*]

-408704017: [*]=NOC

-949601813: [*]OCC

1

[




Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 -1143715940 0.130
O-N o o Of
oo
o
[1COC(=["DI"]
ECFP_6 1559650422 0.129
O:'N o o O,—
o
o
[*ICr]
ECFP_6 1176455838 0.106
O'N o ° O,—
N0
oo
["10[c](:[eH]:[*]):[c
HL:l
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.134
O'N o o or
N~ O
&~ oo
[*llel1:[*]:[cH]:[cH]
[cH]:[cH]:1




ECFP_6 1564392544 +0.133
O'N o r
%0
N~ O
oo
[llc]1:["]:[cH]:[cH]
:[cH]:[cH]:1
ECFP_6 2106656448 -0.110
O-N -

[IC(=0)I"]
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Structural Similar Compounds
S O Name NABUMETONE KETOROLAC.TROMETHA |8-METHOXYPSORALEN
MINE
/ // Structure
OH \
[¢]
SO
QO
oO—_
CoHgO3S Actual Endpoint (-log C) 3.7609 5.10597 3.9067
Molecular Weight: 208.23372 Predicted Endpoint (-log 3.98782 4.00475 4.12187
ALogP: 2.596 ©)
Rotatable Bonds: 2 Distance 0.488 0.530 0.541
Reference NDA-19583 NDA-19698 NTP REPORT # 359

Acceptors: 3
Donors: 1

Model Prediction
Prediction: 0.088

Unit: g/kg_body_weight
Mahalanobis Distance: 28.898

Mahalanobis Distance p-value: 1.18e-022

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

BOONOOA~WNPE

All properties and OPS components are within expected ranges.
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:

914325265: [*]:s:[*]

-1670580914: [*IC(=[*][c]1:s:[*]:[*):[c]:1[*]
-1531301414: [*]O[c]2:[c](*D:[*1:[*T:[cl:1:[*]
1333660716: [*][c]L1:[*]:[*]:[c]GI*D:Ic]:1:[cH]:[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
85262808: [*][c]1:[*1:*]:[c]:[*]):s:1
1997021792: [*]:[cH]:[cH]:[cH]:[*]
1429461619: [*]:[c](:[*])C(=0)O
1307307440: [*]:[c](:[*])OC

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Sc0re




?é‘”

[([c]1:[*]:[cH]:[cH]
[cH]:[cH]:1

ECFP_6 2099970318 s o 0.077
O—
[IC(=0)["]
FCFP_6 1036089772 s o 0.073
: : :</ OH
O—
[ICOLC]CI"N):I"]
FCFP_6 136627117 s o 0.054
O—
[loC
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 s -0.134
0
O—
[*llc]1:[*]:[cH]:[cH]
[cH]:[cH]:1
ECFP_6 1564392544 -0.133




FCFP_6

-0.102
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S o)
/ OH
O
io
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name

DAPSONE

FUROSEMIDE DANTROLENE.NA

Structure

Actual Endpoint (-log C) 3.6168 4.27645 4.19625
Predicted Endpoint (-log 3.43657 4.40005 4.62637

C)

Distance 0.562 0.591 0.620
Reference NTP 20 47 NTP REPORT # 356 NDA-17443

Model Prediction
Prediction: 0.076

Unit: g/kg_body_weight
Mahalanobis Distance: 33.247

Mahalanobis Distance p-value: 1.57e-030

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

OPS PC30 out of range. Value: -4.1254. Training min, max, SD, explained variance: -3.8594,

4.2863, 1.27, 0.0071.

Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:

914325265: [*]:s:[*]

-1670580914: [*]C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
-1531301414: [*]O[c]1:[c](*D:[*1:[*T:[cl:1:[%]
1333660716: [*][c]1:[*]:[*]:[c]G:*D:[c]:1:[cH]:[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
85262808: [*][c]1:[*1:[*]:[c]:[*]):s:1
1997021792: [*]:[cH]:[cH]:[cH]:[*]
1429461619: [*]:[c](:[*])C(=0)O
-1255706725: [*]CO[c](:[*]):[*]
-1686813061: [*JOCC(=[*D[*]
-1708545601: [*]CC(=O)N

-932108170: [*]C(=[*])N

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

1559650422 S o
=<

0.129

FCFP_6

0.092

ECFP_6

2099970318 s o

[IC(=0)I"]

0.077

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

001735244
S ]

wN O

["llc]1:[*]:[cH]:[cH]
:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

H,N
["llc]1:["L:[eH]:[cH]
:[cH]:[cH]:1

-0.133




FCFP_6

-0.102
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TOPKAT_Chronic_LOAEL

[}
o

//
/ OH
o}
N—o
O 7

C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name

C.l. PIGMENT RED 3

SODIUM ACIFLUORFEN

D& CREDY9

Structure

Actual Endpoint (-log C) 3.0252 4.16036 3.87715

Predicted Endpoint (-log 3.34768 4.65915 3.6546

C)

Distance 0.573 0.582 0.622

Reference NTP REPORT # 407 EPA COVER SHEET NTP REPORT # 225

0192;891101;(1)

Model Prediction
Prediction: 0.035

Unit: g/kg_body_weight
Mahalanobis Distance: 37.876

Mahalanobis Distance p-value: 1.33e-038

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.

Unknown FCFP_2 feature

Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:

15 [[O]

-828984032: [*][N+](=["])[c]C:[cH]:[]):[cH]:["]
-1338588315: [*]:[c](:[*])[N+](=0O)[O-]
1872392852: [*][N+](=0)[*]

260476081: [*][N+](=[*N[O-]

914325265: [*]:s:[*]

1043790491: [*][N+](=[*)[*]

781519895: [*][O-]

-1670580914: [*IC(=[*][c]1:s:[*]:[*):[c]:1[*]
-1531301414: [*]O[c]1:[c](*D:[*1:[*T:[c]:1:[%]
1333660716: [*][c]L1:[*]:[*]:[c]GI*D:Ic]:1:[cH]:[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
85262808: [*][c]1:[*1:*]:[c]:[*]):s:1
1997021792: [*]:[cH]:[cH]:[cH]:[*]
1429461619: [*]:[c](:[*])C(=0)O
-1255706725: [*]CO[c]:[*]):[*]

770547857: [*]OC[c]:[*D:[*]

-179073144: [][N+](=["D)[c]C:[cH]:[]):[cH]:[*]
-215026467: [*]:[c](:[*DIN+](=0)[O-]




21.  Unknown ECFP_6 feature: 2104376220: [*][N+](=0O)[*]
22.  Unknown ECFP_6 feature: -659271057: [*][N+](=[*])[O-]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1559650422 s. o 0.129
©/\/e_‘(OH
O\‘<
el
r*Icr
ECFP_6 2099970318 s, o 0.077
%OH
O;
ad
[IC(=0)"]
FCFP_6 1036089772 s. o 0.073
[¢]
}' o
[1COLCI():']
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.134

S (¢}
@/e_«OH
Ob
sl
[le]1:[*]:[cH]:[cH]
:[cH]:[cHI:1




ECFP_6 1564392544 s o £0.133
Ob
d
[llcl1:[*]:[cH]:[cH]
:[cH]:[cH]:1
FCFP_6 il -0.102
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TOPKAT_Chronic_LOAEL

S 0
7
7 o
O
o
N
\
(0]
C,sH;;NO.S
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name C.l. PIGMENT RED 3 SODIUM ACIFLUORFEN D& CREDY9
Structure
O\\l‘\l O o HO: O
- o7l
o] N*N [¢] N%N
HO OH HO
OO X O
0” Yo
Actual Endpoint (-log C) 3.0252 4.16036 3.87715
Predicted Endpoint (-log 3.34768 4.65915 3.6546
C)
Distance 0.573 0.581 0.622
Reference NTP REPORT # 407 EPA COVER SHEET NTP REPORT # 225
0192;891101;(1)

Model Prediction
Prediction: 0.034

Unit: g/kg_body_weight
Mahalanobis Distance: 37.876

Mahalanobis Distance p-value: 1.33e-038

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.

Unknown FCFP_2 feature

1

2

3 Unknown FCFP_2 feature:
4, Unknown FCFP_2 feature:
5. Unknown FCFP_2 feature:
6 Unknown FCFP_2 feature:
7 Unknown ECFP_6 feature:
8 Unknown ECFP_6 feature:
9 Unknown ECFP_6 feature:

:5: [*][O]

-828984032: [*][N+](=[*D[c]C:[cH]:[*]):[cH]:[*]
-1338588315: [*]:[c](:[)[N+](=0)[O-]
1872392852: [*][N+](=0)[*]

260476081 [][N+](=[*])[O-]

914325265: [*]:s:[*]

1043790491: [N+](=[*)[]

781519895: [*][O-]

Unknown ECFP_6 feature: -1670580914: [*]C(=[*])[c]1:s:[*]:[*]:[c]:1[*]
11.  Unknown ECFP_6 feature: -1531301414: [*]O[c]1:[c]([*D:[*]:[*]:[c]:1:[*]
12.  Unknown ECFP_6 feature: 1333660716: [*][c]1:[*]:[*1:[c]C[*D:[c]:1:[cH]:[*]
13.  Unknown ECFP_6 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
14.  Unknown ECFP_6 feature: 85262808: [*][c]1:[*]:[*]:[c](:[*]):s:1
15.  Unknown ECFP_6 feature: 1997021792: [*]:[cH]:[cH]:[cH]:[*]
16.  Unknown ECFP_6 feature: 1429461619: [*]:[c](:[*])C(=0)O
17.  Unknown ECFP_6 feature: -1255706725: [*]COI[c](:[*]):[*]
18.  Unknown ECFP_6 feature: 770547857: [*]OC[c](:[*]):[*]
19.  Unknown ECFP_6 feature: -179073144: [*][N+](=*DI[c]:[cH]:[*D:[cH]:[*]
20.  Unknown ECFP_6 feature: -215026467: [*]:[c](:[*])[N+](=O)[O-]




21.  Unknown ECFP_6 feature: 2104376220: [*][N+](=0O)[*]
22.  Unknown ECFP_6 feature: -659271057: [*][N+](=[*])[O-]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1559650422 s. o 0.129
C=.
(0]
O
N
0
[*ICr
ECFP_6 2099970318 s, o 0.077
Sua
(0]
b\ ‘O-
N
o
["IC(=0)"]
FCFP_6 1036089772 s. o 0.073
<.
O
N
N
0
[FICOLCI:I*D:I"]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.134

S 0o
<.
[e]
O
N

o
["llc]1:[L:[eH]:[eH]
:[cH]:[cH]:1




ECFP_6 1564392544 . . £0.133
(o]
b o
N
o
[*llcl1:[*]:[cH]:[cH]
[cH]:[cH]:1

FCFP_6 il -0.102
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Donors: 1

S /o Structural Similar Compounds
/ / Name C.I. PIGMENT RED 3 SODIUM ACIFLUORFEN D& CRED9
OH Structure
0
o g O O e
N= 3 o~
(0] o N o N
HO OH HO
OO N °© OO
0” Yo
Actual Endpoint (-log C) 3.0252 4.16036 3.87715
C16H11N05S ) Predicted Endpoint (-log 3.34768 4.65915 3.6546
Molecular Weight: 329.32724 C)
ALogP: 4.074 Distance 0.571 0.580 0.621
Rotatable Bonds: 5 Reference NTP REPORT # 407 EPA COVER SHEET NTP REPORT # 225
) 0192;891101;(1)
Acceptors: 5

Model Prediction

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Prediction: 0.033 1. All lE)roperties and (?PS compo[n]e[nt? are within expected ranges.
: ; 2. Unknown FCFP_2 feature: 5: [*][O-
Unit: g/kg_body_weight -
T ? g—b. D¥_t an 26,980 3. Unknown FCFP_2 feature: -828984032; [{[N+]([)[cICIcH]:[*):[cHI:[*]
anhalanobis Listance: so. 4. Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[N+](=0)[O-]
Mahalanobis Distance p-value: 7.27e-036 5. Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a 6 Unknown FCFP 2 feature: 260476081: [*][N"‘](:[*])[O-]
generalization of the Euclidean distance that accounts for ’ — ’ ’
correlations among the X properties. It is calculated as the 7. Unknown ECFP_6 feature: 914325265: [*]:s:[*]
distance to the center of the training data. The larger the MD, the 8. Unknown ECFP 6 feature: 1043790491 [*][N+](:[*])[*]
less trustworthy the prediction. —
Mahalanobis Distance p-value: The p-value gives the fraction of 9. Unknown ECFP_6 feature: 781519895: [*][O-]
training data with an MD greater than or equal to the one for the 10. Unknown ECFP 6 feature: -1670580914: [*]C(=[*])[C]1ZSZ[*]Z[*]Z[C]Zl[*]
given sample, assuming normally distributed data. The smaller —
the p-value, the less trustworthy the prediciton. For highly non- 11.  Unknown ECFP_6 feature: -1531301414: [*]O[c]1:[c]([*D:[*]:[*]:[c]:1:[*]
ir1n?ircrr(1jIr&)l(té)ropertles (e.g., fingerprints), the MD p-value is wildly 12. Unknown ECFP_6 feature: 1333660716: [*][c]1:[*]:[*1:[c]C[*D:[c]:1:[cH]:[*]
' 13.  Unknown ECFP_6 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
14.  Unknown ECFP_6 feature: 85262808: [*][c]1:[*]:[*]:[c](:[*]):s:1
15.  Unknown ECFP_6 feature: 1997021792: [*]:[cH]:[cH]:[cH]:[*]
16. Unknown ECFP_6 feature: 1429461619: [*]:[c](:[*])C(=0)O
17. Unknown ECFP_6 feature: -1255706725: [*]COI[c](:[*]):[*]
18.  Unknown ECFP_6 feature: 770547857: [*]OC[c](:[*]):[*]
19.  Unknown ECFP_6 feature: -2024509555: [*]C[c]C:[cH]:[*D:[c](*]):[*]
20.  Unknown ECFP_6 feature: -1956535100: [*][c](:[*D:[c]C[cH]:[*DIN+](=[*DI*]




21.  Unknown ECFP_6 feature: -215026467: [*]:[c](:[*])[N+](=O)[O-]
22.  Unknown ECFP_6 feature: 2104376220: [*][N+](=O)[*]
23.  Unknown ECFP_6 feature: -659271057: [*][N+](=[*])[O-]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1559650422 S o) 0.129
o Q
[IC["]
ECFP_6 2099970318 s 0 0.077
/ OH
o Q
['IC(=0)["]
FCFP_6 1036089772 s o 0.073
o 9
[(ICO[CI:I']):[]
Top Features for negative contribution
Fingerprint Bit/Smiles [Feature Structure [Score




FCFP_6

001735244

S (o}
o Q.
o8

[(llcl1:[*]:[cH]:[cH]
[cH]:[cH]:1

-0.134

ECFP 6

1564392544

["Ilc]1:[*]:[cH]:[cH]
:[cH]:[cH]:1

-0.133

FCFP_6

-0.102
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H,N
— 0
o)
N/
s N
H
H
N
/
o} i:
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name

GLYBURIDE

C.ILPIGMENT RED 23 GLIPIZIDE

Structure

Ho

g o

be § N
N N)[L:/ﬁ )
" %j\

oo £
'O/N1 I ~NH
Actual Endpoint (-log C) 4.21661 2.28997 3.94991
Predicted Endpoint (-log 4.21035 3.52921 3.95594
C)
Distance 0.760 0.785 0.790
Reference UPJ-26452 NTP 411 146 NDA-17583

Model Prediction
Prediction: 0.059

Unit: g/kg_body_weight
Mahalanobis Distance: 40.235

Mahalanobis Distance p-value: 1.49e-042

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

16.
17.

OPS PC22 out of range. Value: -4.7641. Training min, max, SD, explained variance: -4.3287,

5.3383, 1.588, 0.0110.

Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:

914325265: [*]:s:[*]

-1670580914: [*]C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
-1531301414: [*]O[c]1:[c](*D:[*1:[*T:[cl:1:[%]
1333660716: [*][c]1:[*]:[*]:[c]G:*D:[c]:1:[cH]:[*]
1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
85262808: [*][c]1:[*1:[*]:[c]:[*]):s:1
1997021792: [*]:[cH]:[cH]:[cH]:[*]
1430169877: [*INC(=O)[c](:[*D:[*]
497523368: [*]CNC(=[*D[*]

-1255706725: [*]CO[c](:[*]):[*]
-1686813061: [*JOCC(=[*])[*]
-1708545601: [*]CC(=O)N

-932108170: [*]C(=[*)N

769925792: [*INC[C]C[*D:[*]

-177077903: [*IN[c](:[cH]:[*]):[cH]:[*]
-175146122: [*]C(=*DIc]:[cH]:[*]):[cH]:[*]

Feature Contribution




Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1559650422 0.129
H,N o
o
C-0
S NH
D
(o}
[*ICr]
FCFP_6 3 0.092
Hzi\lro
(¢}
-0
S NH
NH
O O
[IN
FCFP_6 12093839777 0.078
HN o
O
e
S N
O O
o
[*I[c]1:[cH]:[cH]:[cH
J:[cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 001735244 -0.134
HZ}O

O
Sani
S N
fasta
[llel1:["]:[cH]:[cH]
:[cH]:[cH]:1




ECFP_6

1564392544

HN o

[e)
C3-
S N
O O
[lc]1:["]:[cH]:[cH]
[cH]:[cH]:1

-0.133

FCFP_6

-0.102
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(0]
o
N__¢
S N
H
H
N
//
(0] ::
C3OH24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name

FLUVALINATE

DIARYLANILIDE YELLOW

C.I.LPIGMENT RED 23

Structure

Actual Endpoint (-log C) 5.30356 2.70208 2.28997
Predicted Endpoint (-log 4.89944 3.76154 3.52921

C)

Distance 0.824 0.897 0.931
Reference EPA COVER SHEET NTP 30 C-4 NTP 411 146

0281,880630;(1)

Model Prediction
Prediction: 0.037

Unit: g/kg_body_weight
Mahalanobis Distance: 41.298

Mahalanobis Distance p-value: 2.7e-044

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

OPS PC22 out of range. Value: -4.8636. Training min, max, SD, explained variance: -4.3287,

5.3383, 1.588, 0.0110.

Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:

914325265: [*]:s:[*]

-1670580914: [*|IC(=[*DIc]L:s:[*]:[*]:[c]:1[*]
-1531301414: [*1O[c]L:[c)*D:[*1:[*:[c):2:01%]

1333660716: [*][c]L1:[*:[*]:[c]GI*D:Ic]:1:[cH]:[*]

1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
85262808: [*][c]1:[*]:[*]:[c]C:[*]:s:1
1997021792: [*]:[cH]:[cH]:[cH]:[*]
1430169877: [*INC(=0O)[c]:[*D:[*]
497523368: [*ICNC(=[*][*]
-1255706725: [*]CO[c]:[*]):[*]
770547857: [*]OC[c]:[*D):[*]

769925792: [*INC[C]C[*D:[*]
-177077903: [*IN[c](:[cH]:[*]):[cH]:[*]
-175146122: [*]C(=*DIc](:[cH]:[*]):[cH]:[*]

Feature Contribution
Top features for positive contribution




Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1559650422 p 0.129
(o}
-0
S NH
2 >—NH
O
[ICr]
FCFP_6 3 p 0.092
(¢}
e
S NH:
NH
O O
[IN
FCFP_6 -2093839777 0.078
5
-
S N
o O
o
[*l[c]1:[cH]:[cH]:[cH
J:[cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.134

<
Vg

[lcl1:[*]:[cH]:[eH]
[cH]:[cH]:1




ECFP_6 1564392544 £0.133
b
Sani
S N
2}}“—O
[liel:["T:[cH]:[cH]
:[cH]:[cH]:1
FCFP_6 il -0.102
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Structural Similar Compounds

0
N7
S N
H
H
NN
7/
0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Name

C.I.PIGMENT RED 23

FLUVALINATE

DIARYLANILIDE YELLOW

Structure

.
NS
O ’
o

o

3 @

0 | | O
e ° Q mefk
,O/NNH N ) N
Actual Endpoint (-log C) 2.28997 5.30356 2.70208
Predicted Endpoint (-log 3.52921 4.89944 3.76154
C)
Distance 0.852 0.865 0.870
Reference NTP 411 146 EPA COVER SHEET NTP 30 C-4

0281;880630;(1)

Model Prediction
Prediction: 0.039

Unit: g/kg_body_weight
Mahalanobis Distance: 39.362

Mahalanobis Distance p-value: 4.18e-041

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC22 out of range. Value: -5.1794. Training min, max, SD, explained variance: -4.3287,

5.3383, 1.588, 0.0110.

2 Unknown ECFP_6 feature:
3 Unknown ECFP_6 feature:
4, Unknown ECFP_6 feature:
5. Unknown ECFP_6 feature:
6 Unknown ECFP_6 feature:
7 Unknown ECFP_6 feature:
8. Unknown ECFP_6 feature:
9. Unknown ECFP_6 feature:
10.  Unknown ECFP_6 feature:
11. Unknown ECFP_6 feature:
12.  Unknown ECFP_6 feature:
13.  Unknown ECFP_6 feature:
14.  Unknown ECFP_6 feature:
15. Unknown ECFP_6 feature:
16.  Unknown ECFP_6 feature:
17.  Unknown ECFP_6 feature:
18. Unknown ECFP_6 feature:

914325265: [*]:s:[*]

-1670580914: [*|IC(=[*DIc]L:s:[*]:[*]:[c]:1[*]
-1531301414: [*1O[c]L:[c)*D:[*1:[*:[c):2:01%]

1333660716: [*][c]L1:[*:[*]:[c]GI*D:Ic]:1:[cH]:[*]

1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
85262808: [*][c]1:[*]:[*]:[c]C:[*]:s:1
1997021792: [*]:[cH]:[cH]:[cH]:[*]
1430169877: [*INC(=0O)[c]:[*D:[*]
497523368: [*ICNC(=[*][*]
-1255706725: [*]CO[c]:[*]):[*]
770547857: [*]OC[c]:[*D):[*]
769925792: [*INC[C]C[*D:[*]
-177077903: [*IN[c](:[cH]:[*]):[cH]:[*]
-709633021: [*][c]:[*N:[cH]:n:[*]
-175146122: [*]C(=*DIc]C:[cH]:[*]):[cH]:[*]
1996163143: [*]:[cH]:[cH]:n:[*]
-677055651: [*]:[cH]:n:[cH]:[*]




Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

ECFP 6

1559650422 p
0
-0
S NH
2 >—NH M\
O

["1CI"]

0.129

FCFP_6

3 ;
0
()r(\ 0
s N H;
ZH /' ;

[IN

0.092

FCFP_6

-2093839777

2
iy

[*1[c]1:[cH]:[cH]:[cH
J:[cH]:[cH]:1

0.078

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

001735244 p

(o)
C-,
S N
O tad
["lle]1:[*]:[cH]:[cH]
:[cH]:[cHI:1

-0.134




ECFP_6 1564392544 £0.133
by
-
S N
O?:“—Q
[liel:["T:[cH]:[cH]
:[cH]:[cH]:1
FCFP_6 il -0.102

o5
mo
s NH
2 >—NH
7\
LN

['I=0




12

TOPKAT_Chronic_LOAEL

(0]
[e]
- | N__7
N s N
H
H
N S
) |
O/ \
C27H21N30352
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name C.I.LPIGMENT RED 23 DIARYLANILIDE YELLOW |C.I. ACID RED 14
Structure c‘J'
N O of
o -
N*N

o

HO
[e] OO
I
- N NH
o

Actual Endpoint (-log C) 2.28997 2.70208 2.8654

Predicted Endpoint (-log 3.52921 3.76154 3.29295

C)

Distance 0.793 0.865 0.907

Reference NTP 411 146 NTP 30 C-4 NTP REPORT # 220

Model Prediction
Prediction: 0.053

Unit: g/kg_body_weight
Mahalanobis Distance: 38.434

Mahalanobis Distance p-value: 1.51e-039

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.
1. OPS PC22 out of range. Value: -4.8994. Training min, max, SD, explained variance: -4.3287,

5.3383, 1.588, 0.0110.

2 Unknown ECFP_6 feature: 914325265: [*]:s:[*]

3 Unknown ECFP_6 feature: -709633021: [*][c](:[*]):[cH]:n:[*]

4, Unknown ECFP_6 feature: 1895035276: [*]:[cH]:[c]1:s:[*]:[*]:[c]:1:[*]
5. Unknown ECFP_6 feature: 1333660716: [*][c]1:[*]:[*]:[c]C:[*D:[c]:1:[cH]:[*]
6 Unknown ECFP_6 feature: 1996163143: [*]:[cH]:[cH]:n:[*]

7 Unknown ECFP_6 feature: -677055651: [*]:[cH]:n:[cH]:[*]

8. Unknown ECFP_6 feature: -1531301414: [*]O[c]1:[c](*D:[*1:[*):[c]:1:[*]
9. Unknown ECFP_6 feature: -1670580914: [*]C(=[*])[c]1:s:[*]:[*]:[c]:1[*]
10.  Unknown ECFP_6 feature: 85262808: [*][c]1:[*]:[*]:[c](:[*]):s:1

11.  Unknown ECFP_6 feature: 1430169877: [*INC(=O)[c](:[*]):[*]

12.  Unknown ECFP_6 feature: 497523368: [*]CNC(=[*])[*]

13.  Unknown ECFP_6 feature: -1255706725: []COI[c](:[*]):[*]

14.  Unknown ECFP_6 feature: 770547857: [*]OC[c](:[*]):[*]

15.  Unknown ECFP_6 feature: 1997021792: [*]:[cH]:[cH]:[cH]:[*]

16.  Unknown ECFP_6 feature: 769925792: [*INC[c](:[*]):[*]

17.  Unknown ECFP_6 feature: -177077903: [*IN[c](:[cH]:[*]):[cH]:[*]

18.  Unknown ECFP_6 feature: 1898414610: [*]C(=[*])[c]1:[cH]:[*]:[*]:s:1
19.  Unknown ECFP_6 feature: 1996740348: [*]1:[*]:s:[cH]:[cH]:1

20.  Unknown ECFP_6 feature: -1426923364: [*][c]1:[*]:[*]:[cH]:s:1




Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1559650422 p 0.129
O
Z A\ O
mNH
@—NH s
o \\J
[*1Cr]
FCFP_6 3 p 0.092
O
& O
m“m
@—NH s
o \dl
[IN
FCFP_6 12093839777 0.078
5
S e
S NH@_
NH S
o
[*I[c]1:[cH]:[cH]:[cH
J:[cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.134
by
S N
NH s
)
[*l[c]1:[*]:[cH]:[cH
:[cH]:[cH]:1




ECFP_6 1564392544 £0.133
bY
¥,
H%:)'Z»H—éj
[*l[c]1:[*]:[cH]:[cH
:[cH]:[cH]:1
FCFP_6 il -0.102




Co-crystallized ligand

TOPKAT_Chronic_LOAEL

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name

GLIPIZIDE

GLYBURIDE FUROSEMIDE

Structure

SUTC U

O/
o o HO. O
|
Sz H
O e

i]:f% 0% Xg
Actual Endpoint (-log C) 3.94991 4.21661 4.27645
Predicted Endpoint (-log 3.95594 4.21035 4.40005
C)
Distance 0.627 0.629 0.725
Reference NDA-17583 UPJ-26452 NTP REPORT # 356

Model Prediction
Prediction: 0.049

Unit: g/kg_body_weight
Mahalanobis Distance: 41.460

Mahalanobis Distance p-value: 1.48e-044

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.

Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:

262592487 [*]:[c]1:[*]:[*]:n:[nH]:1
1018942292: [*]CS(=0)(=O)N[*]
-152683720: [*]:[nH]:[*]

-797085356: [*|S(="))(=[")[*]

-857146788: [*]C(=[*])C1CC1

-81134287: [*INC(=0)C1[*][*]1
634582385: [*]:[c]1:[*]:[*]:n:[nH]:1
600440273: [*][c]1:[*]:[*]:[nH]:n:1
1049768340: [*IN[c]1:n:[*]:[*]:[c]:1:[*]
1333660716: [*][c]1:[*]:[*]:[c]G:*D:[c]:1:[cH]:[*]
-181568884: [*]:[cH]:[C]CIcHI:*DICICGI*D:[*]
1099224616: [*]:[cH]:[c]1:[nH]:[*]:[*]:[c]:1:[*]
-177077903: [*IN[c](:[cH]:[*]):[cH]:[*]
1997021792: [*]:[cH]:[cH]:[cH]:[*]
-1238602038: [*]S(=["])(=[*)N[c](:[]):["]
268744321 [*]CS(=0)(=O)N[*]
2102150379: [*]S(=[*)(=O)[*]
-1341194584: [*]S(=[*])(=[*])CC1[*][*]1
-1795620553: [*]CC1CC1




Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score

ECFP_6 -167460056 HY 0.136
N

v)‘ﬂ

FIC1 N

ECFP_6 1559650422 HY 0.129

N

b
v

['1CI"]

FCFP_6 3 HY 0.092
N o
N
@ NH
J
["IN
Top Features for negative contribution

Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 001735244 -0.134

o,

NN
o
["llel1:[*]:[cH]:[cH]
:[cH]:[cH]:1




FCFP_6 il -0.102
v
“
O NH
o
['I=0
ECFP_6 1236483485 +0.075

o

I N
NH

o
FIC(=IDNICICD):
[




11 TOPKAT_Rat_Maximum_Tolerated Dose_ Feed
Structural Similar Compounds
Name RESERPINE BUTYL BENZYL ROTENONE
\ PHTHALATE
O0—nN
Structure
(@]
N\ N .
N o
\/\/ o
O -
0 O ~°
C,oH,6N, O, Actual Endpoint (-log C) 6.13118 2.79569 5.06769
Molecular Weight: 498.52653 Predicted Endpoint (-log 4.38304 3.18498 4.11907
ALogP: 4.994 ©)
Rotatable Bonds: 10 Distance 0.779 0.868 0.923
' Reference NCI/NTP TR-193 NCI/NTP TR-458 NCI/NTP TR-320

Acceptors: 6
Donors: 0

Model Prediction
Prediction: 0.035

Unit: g/kg_body_weight
Mahalanobis Distance: 10.599

Mahalanobis Distance p-value: 4.44e-006

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_2

136627117

0.173




FCFP_2 £1143715940 0.095
b'N o o Of
& ~eto
(e}
["ICOC(=["DI']
FCFP_2 1036089772 0.075
b'N o o O,—
N O A
&
(ICOLCICI'):[]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 £1272798659 L0.111
O:'N o o Or
Sedo
O
["ICCCI]
FCFP_2 1872154524 -0.105
b'N o o O,—
&~eto
(0]
[IC(=0)["]
FCFP_2 203677720 £0.083
ON o o Or
Ne~O.
O
(ICE=0DIel1:Lel([
DLl 1]
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name 6-NITROBENZIMIDAZOLE | 2- 1-AMINO-2-
AMINOANTHRAQUINONE |METHYLANTHRAQUINON
E
Structure
o (\3 NH, ?
. H H,N
NNeSsINe9S
o \>
I >
SN | I
N (¢} o
Actual Endpoint (-log C) 2.86037 2.85669 3.42098
Predicted Endpoint (-log 3.14119 3.39913 3.49868
C)
Distance 0.472 0.520 0.524
Reference NCI/NTP TR-117 NCI/NTP TR-144 NCI/NTP TR-111

Model Prediction
Prediction: 0.115

Unit: g/kg_body_weight
Mahalanobis Distance: 8.833

Mahalanobis Distance p-value: 0.00238

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 136627117 s o 0.173
/ OH
O—
[loC




FCFP_2 1036089772 S o 0.075
[ I%/ OH
O—
FICOLCl:I'T):[]
FCFP_2 332760439 s o 0.061
O—
[I0[c](:[cHI:[):le
HI[']
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 7 L0.214
_ s o
[ ):%/ OH
O—
['10
FCFP_2 1548632217 S o -0.119
[ I%/ OH
O—
['IC(=["1)O
FCFP_2 1872154524 £0.105

OH

7“%\ ’

[IC(=0)I"]
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

S o)
/ OH
O
so
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name FUROSEMIDE DAPSONE NITROFURAZONE
Structure

o H,N.

{ |

% O
NH,

Actual Endpoint (-log C) 4.04236 3.66258 4.21779
Predicted Endpoint (-log 2.8614 3.26993 3.40885
C)
Distance 0.503 0.529 0.553
Reference NCI/NTP TR-356 NCI/NTP TR-20 NCI/NTP TR-337

Model Prediction
Prediction: 0.210

Unit: g/kg_body_weight
Mahalanobis Distance: 11.340

Mahalanobis Distance p-value: 2.14e-007

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC12 out of range. Value: 2.954. Training min, max, SD, explained variance: -2.364,
2.9228, 1.079, 0.0263.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 1036089772 s o 0.075
Y OH
e
H,N °

["ICO[C](:[*]):["]




FCFP_2

0.074

FCFP_2

332760439

["10[c]C:eH]:"]):[e
HL["]

0.061

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

7

S 0
C=<

[10

-0.214

FCFP_2

-548632217

S 0

e

H,N

[IC(=["1)O

-0.119

FCFP_2

1872154524

S 0

-0.105
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

S 0
4
/ OH
o}
N—o
O 7

C,eH;;NOS
Molecular Weight: 329.32724
ALogP: 4.074

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Structural Similar Compounds

Name C.I.PIGMENT RED 3 SALICYLAZOSULFAPYRI |FUROSEMIDE
DINE
Structure
T3
O [N o HO o
Oy HN 0 (P B! H

2
HO OH i o7 %o
o] OH

Actual Endpoint (-log C) 2.65635 3.375 4.04236
Predicted Endpoint (-log 2.97957 2.80292 2.8614

C)

Distance 0.595 0.736 0.759

Reference NCI/NTP TR-407 NCI/NTP TR-457 NCI/NTP TR-356

Model Prediction
Prediction: 0.190

Unit: g/kg_body_weight
Mahalanobis Distance: 8.839

Mahalanobis Distance p-value: 0.00234

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: 8: [*][N+](=[*])[*]

Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*]):[cH]:[*]
Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])IN+](=0)[O-]
Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

Unknown FCFP_2 feature: 260476081 [*][N+](=[*])[O-]

NoghrwdE

Feature Contribution
Top features for positive contribution

Fingerprint |Bit/SmiIes |Feature Structure |Score




FCFP_2

1036089772

S ]
©/\/e_‘(or|
o\<
el
["1ICO[e]:['D):["]

0.075

FCFP_2

332760439

S (o}
Ob
#o
["1O[c](:[cHI:[*]):[c
HI:[*]

0.061

FCFP_2

17

["]:0:["]

0.044

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

7

(@)

OH

3

-0.214

FCFP_2

1548632217

[IC(=[")O

-0.119




FCFP_2

1872154524
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-
O;
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30 TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

S /o Structural Similar Compounds
/ / Name C.I.PIGMENT RED 3 SALICYLAZOSULFAPYRI |FUROSEMIDE
OH DINE
Structure
o) O 3
NN o HO o
Oy HN 0 (P B! H

+ |O AN
HO 0% o
N OH Cl
\
07 oH

(0]
C,eH NOS Actual Endpoint (-log C) 2.65635 3.375 4.04236
Molecular Weight: 329.32724 Predicted Endpoint (-log 2.97957 2.80292 2.8614
ALogP: 4.074 ©)
Distance 0.595 0.736 0.759

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Reference NCI/NTP TR-407 NCI/NTP TR-457 NCI/NTP TR-356

Model Applicability
Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: 8: [*][N+](=[*])[*]

Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*]):[cH]:[*]
Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])IN+](=0)[O-]
Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

Unknown FCFP_2 feature: 260476081 [*][N+](=[*])[O-]

Prediction: 0.190
Unit: g/kg_body_weight
Mahalanobis Distance: 8.839

Mahalanobis Distance p-value: 0.00234

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of : :
training data with an MD greater than or equal to the one for the Featu re CO ntrl b Utl on
given sample, assuming normally distributed data. The smaller o . .
the p-value, the less trustworthy the prediciton. For highly non- Top features for positive contribution
normal X properties (e.qg., fingerprints), the MD p-value is wildl . . . .
rormal X properties (e.g., fingerprints) . Y Fingerprint |B|t/Sm|Ies |Feature Structure |Score

NoghrwdE




FCFP_2
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FCFP_2

332760439

["10[c](:[cHI"]):[e
HI:[]

0.061

FCFP_2

17 S o)

OH

[*]:0:["]

0.044

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_2

7
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-0.214

FCFP_2
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FCFP_2
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S /o Structural Similar Compounds
/ / Name C.I.PIGMENT RED 3 SALICYLAZOSULFAPYRI |FUROSEMIDE
DINE
OH
Structure
T3
(0] O\ O Se \ o HO_ _O
Nio O\\N HN o (/\ /" H

2
HO OH i o7 %o
o] OH

C,eH NOS Actual Endpoint (-log C) 2.65635 3.375 4.04236
Molecular Weight: 329.32724 Predicted Endpoint (-log 2.97957 2.80292 2.8614
ALogP: 4.074 ©)

Distance 0.595 0.736 0.759

Rotatable Bonds: 5
Acceptors: 5
Donors: 1

Reference NCI/NTP TR-407 NCI/NTP TR-457 NCI/NTP TR-356

Model Applicability
Model Prediction Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: 8: [*][N+](=[*])[*]

Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*]):[cH]:[*]
Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])IN+](=0)[O-]
Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

Unknown FCFP_2 feature: 260476081 [*][N+](=[*])[O-]

Prediction: 0.190
Unit: g/kg_body_weight
Mahalanobis Distance: 8.839

Mahalanobis Distance p-value: 0.00234

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of : :
training data with an MD greater than or equal to the one for the Featu re CO ntrl b Utl on
given sample, assuming normally distributed data. The smaller o . .
the p-value, the less trustworthy the prediciton. For highly non- Top features for positive contribution
normal X properties (e.qg., fingerprints), the MD p-value is wildl . . . .
rormal X properties (e.g., fingerprints) . Y Fingerprint |B|t/Sm|Ies |Feature Structure |Score

NoghrwdE




FCFP_2

1036089772

0.075

FCFP_2

332760439

["101c]l(:[eH:["]):[c
HL:I

0.061

FCFP_2

17

[l-o:["]

0.044

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

7

S 0
.

-0.214

FCFP_2

1548632217

[IC(=["1)O

-0.119




FCFP_2

1872154524

[1IC(=0)"]

-0.105
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

H,N
— 0
o
o}
A/
s N
H
H
N
/
o} i:
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name SALICYLAZOSULFAPYRI |C.ILPIGMENT RED 23 FUROSEMIDE
DINE

Structure o

r/‘\ o™

So ‘N O/ HO [e)

/<=0
HN_ 0 Na { /l' H
}g COL, Ol
(o] OH LR

Actual Endpoint (-log C) 3.375 2.30052 4.04236
Predicted Endpoint (-log 2.80292 3.55333 2.8614
C)
Distance 0.738 0.774 0.804
Reference NCI/NTP TR-457 NCI/NTP TR-411 NCI/NTP TR-356

Model Prediction
Prediction: 0.073

Unit: g/kg_body_weight
Mahalanobis Distance: 13.829

Mahalanobis Distance p-value: 2.94e-012

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC9 out of range. Value: 5.2287. Training min, max, SD, explained variance: -2.8548,
3.3954, 1.263, 0.0360.

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-885550502

[ICNC(=["])[']

0.115




FCFP_2 1036089772 0.075
Hzi\lro
[¢]
-0
S NH:
NH
o O
(ICOLCl:I'):[]
FCFP_2 3 0.074
- HZ}O
[¢]
-0
S NH:
A
(e}
[IN
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 1872154524 -0.105
— Hzi\lro
(¢}
-0
S NH:
NH
o O
[IC(=0)["]
FCFP_2 P03677720 £0.083
HZ}O
[e]
C
S N
NH
O O
[ICEI DI el
DL AT
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

(0]
o
AN/
S N
o
H
N
>/—®
o
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name

C.I.PIGMENT RED 23

C.ILPIGMENT RED 3

PHENOLPHTHALEIN

Structure

on OH
L Sy O
o
ye he e |
o
'o/N;\o
Actual Endpoint (-log C) 2.30052 2.65635 2.20184
Predicted Endpoint (-log 3.55333 2.97957 2.8857
C)
Distance 0.958 0.980 1.044
Reference NCI/NTP TR-411 NCI/NTP TR-407 NCI/NTP TR-465

Model Prediction
Prediction: 0.057

Unit: g/kg_body_weight
Mahalanobis Distance: 11.900

Mahalanobis Distance p-value: 1.93e-008

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 4, 1.1685, 0.84609.

2. OPS PC9 out of range. Value: 4.4697. Training min, max, SD, explained variance: -2.8548,
3.3954, 1.263, 0.0360.

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-885550502

¥;
g

(0]

[ICNC(=['][']

0.115
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0.075
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C
- Oug

[IN

0.074

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

1872154524

-0.105
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

(0]
[¢]
N/
S N
H
H
NN
/7
0 —N
C29H23N303S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name

C.I.PIGMENT RED 23

SALICYLAZOSULFAPYRI
DINE

C.I.PIGMENT RED 3

Structure

OO, - .
he } -
b OO
oo
Actual Endpoint (-log C) 2.30052 3.375 2.65635
Predicted Endpoint (-log 3.55333 2.80292 2.97957
C)
Distance 0.867 0.941 0.973
Reference NCI/NTP TR-411 NCI/NTP TR-457 NCI/NTP TR-407

Model Prediction
Prediction: 0.051

Unit: g/kg_body_weight
Mahalanobis Distance: 11.789

Mahalanobis Distance p-value: 3.12e-008

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the

distance to the center of the training data. The larger the MD, the

less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly

inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 4, 1.1685, 0.8469.

2. OPS PC9 out of range. Value: 4.4518. Training min, max, SD, explained variance: -2.8548,
3.3954, 1.263, 0.0360.

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-885550502

ol
S NH@_ N»H_@

o N
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Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

(0]
o
- | A/
N s N
H
H
N S
) |
O/ \
C27H21N30352
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name

C.I.PIGMENT RED 23

SALICYLAZOSULFAPYRI
DINE

C.I.PIGMENT RED 3

Structure

OO, - .
he } -
b OO
oo
Actual Endpoint (-log C) 2.30052 3.375 2.65635
Predicted Endpoint (-log 3.55333 2.80292 2.97957
C)
Distance 0.773 0.897 1.024
Reference NCI/NTP TR-411 NCI/NTP TR-457 NCI/NTP TR-407

Model Prediction
Prediction: 0.037

Unit: g/kg_body_weight
Mahalanobis Distance: 12.774

Mahalanobis Distance p-value: 3.89e-010

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 4, 1.1685, 0.8469.

2. OPS PC9 out of range. Value: 4.4167. Training min, max, SD, explained variance: -2.8548,
3.3954, 1.263, 0.0360.

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-885550502

o5
Ne s NH
Z >—NH s
0 J

[ICNC(=[')[]

0.115
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Fingerprint Bit/Smiles Feature Structure Score
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Co-crystallized ligand

TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

C21H22N403S

Molecular Weight: 410.48938
ALogP: 3.14

Rotatable Bonds: 7
Acceptors: 4

Donors: 3

Structural Similar Compounds

Name FUROSEMIDE SALICYLAZOSULFAPYRI |DISPERSE YELLOW 3
DINE
Structure
T3
NN
~=0
@ O
= H N
N OH
"
OH
o] OH /KO
Actual Endpoint (-log C) 4.04236 3.375 2.77703
Predicted Endpoint (-log 2.8614 2.80292 2.80195
C)
Distance 0.728 0.749 0.817
Reference NCI/NTP TR-356 NCI/NTP TR-457 NCI/NTP TR-222

Model Prediction
Prediction: 0.161

Unit: g/kg_body_weight
Mahalanobis Distance: 9.901

Mahalanobis Distance p-value: 6.41e-005

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. OPS PC9 out of range. Value: 4.3482. Training min, max, SD, explained variance: -2.8548,
3.3954, 1.263, 0.0360.

2. Unknown FCFP_2 feature: 1747267175: [*][c]1:[*]:[*]:[nH]:n:1
3. Unknown FCFP_2 feature: 1018942292: [*]CS(=0)(=0)N[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

3

0.074
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
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11 TOPKAT_Rat_Maximum_Tolerated Dose Gavage
Structural Similar Compounds
Name PHENYLBUTAZONE 8-METHOXYPSORALEN OCHRATOXIN
\O\N // Structure O
o
\\ o OQ K ’
N\/\/O N/N
— O
DoV :
[¢]
o
Actual Endpoint (-log C) 3.48909 3.45978 6.28396
CZQHZGNZOG Predicted Endpoint (-log 3.17333 4.14745 5.12358
Molecular Weight: 498.52653 C)
ALogP: 4.994 Distance 1.241 1.348 1.349
Rotatable Bonds: 10 Reference NCI/NTP TR-367 NCI/NTP TR-359 NCI/NTP TR-358

Acceptors: 6
Donors: 0

Model Prediction
Prediction: 0.027

Unit: g/kg_body_weight
Mahalanobis Distance: 11.662

Mahalanobis Distance p-value: 2.67e-008

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.

2.
3.

E

© 0N O

Molecular_Weight out of range. Value: 498.53. Training min, max, mean, SD: 68.074, 434.63,

171.13, 85.06.

Num_AromaticRings out of range. Value: 4. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
OPS PC3 out of range. Value: 5.5461. Training min, max, SD, explained variance: -4.6235,

5.1158, 1.773, 0.0972.

OPS PC6 out of range. Value: -3.31. Training min, max, SD, explained variance: -2.4321, 2.9885,

1.256, 0.0488.

Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:

690511177: [*[[c]1:*]:[*]:0:[c]:2[c] C:[*D:[*]
-1861645784: [*]:[cH]:[c]CI[cH]:*DICICI¥D:I*]
-1549192822: [*\N=C/I\C(=[*D[*I[*:[c]1:[*]
580960234 [*JON=C([*])[*]

-1143686149: [*]=NOC

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score
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Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score
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TOPKAT_Rat_Maximum_Tolerated Dose Gavage

C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name 2- 8-METHOXYPSORALEN M-CRESIDINE
MERCAPTOBENZOTHIAZ
OLE
Structure _
(0]
H,N
Actual Endpoint (-log C) 2.34829 3.45978 5.93318
Predicted Endpoint (-log 3.82125 4.14745 3.87056
C)
Distance 0.530 0.538 0.773
Reference NCI/NTP TR-332 NCI/NTP TR-359 NCI/NTP TR-105

Model Prediction
Prediction: 0.010

Unit: g/kg_body_weight
Mahalanobis Distance: 10.181

Mahalanobis Distance p-value: 3.2e-006

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the

distance to the center of the training data. The larger the MD, the

less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of

training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
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TOPKAT_Rat_Maximum_Tolerated Dose Gavage

S o)
/ OH
O
so
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name SULFISOOXAZOLE PENICILLIN VK HC RED 3
Structure oH OH
O%‘\\>(
af
H,N y
O O,CN> NH HN
07 N Y Ozg
H d -
O\N NH
O !
Actual Endpoint (-log C) 2.82494 2.54455 2.59592
Predicted Endpoint (-log 3.0705 3.9702 3.285
C)
Distance 0.491 0.708 0.761
Reference NCI/NTP TR-138 NCI/NTP TR-336 NCI/NTP TR-281

Model Prediction
Prediction: 0.055

Unit: g/kg_body_weight
Mahalanobis Distance: 11.482

Mahalanobis Distance p-value: 4.81e-008

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1.  All properties and OPS components are within expected ranges.

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

332760439

S 0
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B

["10[c]ICIeH]:"]):[e
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Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

1872154524
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FCFP_2
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29 TOPKAT_Rat_Maximum_Tolerated Dose Gavage
s //o Structural Similar Compounds
/ oH Name SULFISOOXAZOLE OCHRATOXIN PROBENECID
Structure
O
OH
H,N 04
—N
O | T O
O// \N X o OH [e] /<O
H Ho o ‘\O
) P N
N—o"
O 7
Actual Endpoint (-log C) 2.82494 6.28396 2.85333
ClGHllNOSS Predicted Endpoint (-log 3.0705 5.12358 2.4258
Molecular Weight: 329.32724 C)
ALogP: 4.074 Distance 0.903 0.938 0.990
Rotatable Bonds: 5 Reference NCI/NTP TR-138 NCI/NTP TR-358 NCI/NTP TR-395

Acceptors: 5
Donors: 1

Model Prediction
Prediction: 0.009

Unit: g/kg_body_weight
Mahalanobis Distance: 10.586

Mahalanobis Distance p-value: 8.78e-007

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. Num_AromaticRings out of range. Value: 3. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

2. OPS PC6 out of range. Value: -3.1049. Training min, max, SD, explained variance: -2.4321,
2.9885, 1.256, 0.0488.

Unknown FCFP_2 feature: 8: [*][N+](=[*][*]

Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: 907036844: [*]OC[c](:[*]):[*]

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*D):[cH]:[*]
Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[IN+](=O)[O-]
Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

©oNoOM®

Feature Contribution
Top features for positive contribution

Fingerprint |Bit/SmiIes |Feature Structure |Score
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Top Features for negative contribution

Fingerprint
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Feature Structure

Score
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30 TOPKAT_Rat_Maximum_Tolerated Dose Gavage
S /o Structural Similar Compounds
/ { Name SULFISOOXAZOLE OCHRATOXIN PROBENECID
OH Structure
0 OH
H,N 04
—N
O | T O
- o7 S X o OH © /<O
(@] H Ho o ‘\O
N P SN
\
(0]
Actual Endpoint (-log C) 2.82494 6.28396 2.85333
ClGHllNOSS Predicted Endpoint (-log 3.0705 5.12358 2.4258
Molecular Weight: 329.32724 C)
ALogP: 4.074 Distance 0.903 0.938 0.990
Rotatable Bonds: 5 Reference NCI/NTP TR-138 NCI/NTP TR-358 NCI/NTP TR-395

Acceptors: 5
Donors: 1

Model Prediction
Prediction: 0.009

Unit: g/kg_body_weight
Mahalanobis Distance: 10.586

Mahalanobis Distance p-value: 8.78e-007

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. Num_AromaticRings out of range. Value: 3. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

2. OPS PC6 out of range. Value: -3.1049. Training min, max, SD, explained variance: -2.4321,
2.9885, 1.256, 0.0488.

Unknown FCFP_2 feature: 8: [*][N+](=[*][*]

Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: 907036844: [*]OC[c](:[*]):[*]

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*D):[cH]:[*]
Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[IN+](=O)[O-]
Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

©oNoOM®

Feature Contribution
Top features for positive contribution

Fingerprint |Bit/SmiIes |Feature Structure |Score




FCFP_2

332760439

["10[e]C:LeH]:["]):[e
HL["]

0.672

FCFP_2

0.511

FCFP_2

0.014

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

203677720

CICEDIeI:[el([*
D:LEFTel 1]

-0.406

FCFP_2

1872154524

-0.307




FCFP_2

FICEIDE

-0.290




31 TOPKAT_Rat_Maximum_Tolerated Dose Gavage
S /o Structural Similar Compounds
/ / Name SULFISOOXAZOLE OCHRATOXIN PROBENECID
OH Structure
- OH
o) O\ + o g A
—N
o O | 0, .
&Sy Y <
H Ho o ‘\O
P N
Actual Endpoint (-log C) 2.82494 6.28396 2.85333
ClGHllNOSS Predicted Endpoint (-log 3.0705 5.12358 2.4258
Molecular Weight: 329.32724 C)
ALogP: 4.074 Distance 0.903 0.938 0.990
Rotatable Bonds: 5 Reference NCI/NTP TR-138 NCI/NTP TR-358 NCI/NTP TR-395

Acceptors: 5
Donors: 1

Model Prediction
Prediction: 0.009

Unit: g/kg_body_weight
Mahalanobis Distance: 10.586

Mahalanobis Distance p-value: 8.78e-007

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. Num_AromaticRings out of range. Value: 3. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

2. OPS PC6 out of range. Value: -3.1049. Training min, max, SD, explained variance: -2.4321,
2.9885, 1.256, 0.0488.

Unknown FCFP_2 feature: 8: [*][N+](=[*][*]

Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: 907036844: [*]OC[c](:[*]):[*]

Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*D):[cH]:[*]
Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[IN+](=O)[O-]
Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]

Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

©oNoOM®

Feature Contribution
Top features for positive contribution

Fingerprint |Bit/SmiIes |Feature Structure |Sc0re




FCFP_2

332760439

["10[e]lCLeH]:"]):[e
HL:l

0.672

FCFP_2

0.511

FCFP_2

[10

0.014

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

203677720

FICEEDIC:[el([*
D:CECYLe] 1]

-0.406

FCFP_2

1872154524

S 6]
=
al

[1IC(=0)["]

M=o

-0.307




FCFP_2

CICEIDE

-0.290




34 TOPKAT_Rat_Maximum_Tolerated Dose Gavage
N Structural Similar Compounds
Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
N Structure oH
(@] o
Ny %\gf
H,N g
S —N o
¥ H ° 3 v
H e} OH (¢} H °” \” :‘g
7~
Actual Endpoint (-log C) 6.28396 2.82494 2.54455
C25H21N3O4S Predicted Endpoint (-log 5.12358 3.0705 3.9702
Molecular Weight: 459.51694 C)
ALogP: 3.396 Distance 1.005 1.132 1.272
Rotatable Bonds: 8 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336

Acceptors: 4
Donors: 3

Model Prediction
Prediction: 0.280

Unit: g/kg_body_weight
Mahalanobis Distance: 15.549

Mahalanobis Distance p-value: 9.19e-014

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.
1. Molecular_Weight out of range. Value: 459.52. Training min, max, mean, SD: 68.074, 434.63,

171.13, 85.06.

2. Num_AromaticRings out of range. Value: 4. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
3. Molecular_PolarSASA out of range. Value: 228.72. Training min, max, mean, SD: 0, 223.97,

50.816, 55.15.

4.  Molecular_PolarSurfaceArea out of range. Value: 138.76. Training min, max, mean, SD: 0,
138.03, 28.978, 32.1.
5. OPS PC6 out of range. Value: -3.4423. Training min, max, SD, explained variance: -2.4321,
2.9885, 1.256, 0.0488.

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




FCFP_2

332760439

HI[']

0.672

FCFP_2

0.511

FCFP_2

["IN

0.104

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

203677720

HN o

ot

Cf&-*‘l:
s N
NH
O
FICEDICI:[el([*
DYl 1]

-0.406

FCFP_2

1872154524

[IC(=0)]

-0.307




FCFP_2

FIC=D

-0.290
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TOPKAT_Rat_Maximum_Tolerated Dose Gavage

(6]
O
Ny
S N
H
H
N
//
o ::
C30H24NZOSS
Molecular Weight: 492.58816
ALogP: 6.126

Rotatable Bonds: 8
Acceptors: 3
Donors: 2

Structural Similar Compounds

Name OCHRATOXIN SULFISOOXAZOLE PHENYLBUTAZONE
Structure ,
H,N M
[e] OH [e] o 5 H
Actual Endpoint (-log C) 6.28396 2.82494 3.48909
Predicted Endpoint (-log 5.12358 3.0705 3.17333
C)
Distance 1.334 1.403 1.476
Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-367

Model Prediction
Prediction: 0.040

Unit: g/kg_body_weight
Mahalanobis Distance: 14.628

Mahalanobis Distance p-value: 1.71e-012

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. Molecular_Weight out of range. Value: 492.59. Training min, max, mean, SD: 68.074, 434.63,

171.13, 85.06.

2. Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

3.  OPS PC6 out of range. Value: -4.1688. Training min, max, SD, explained variance: -2.4321,
2.9885, 1.256, 0.0488.

4.  Unknown FCFP_2 feature: 907036844: [*]OC[c](:[*]):[*]

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

332760439

i
3

[10[C](:[cHI:["]):[e
HL:["]

O
(e}

0.672




FCFP_2

0.511

FCFP_2

[IN

0.104

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

203677720

¥;
o

FICEEDIC:[el([*
DLl 1]

O
o

-0.406

FCFP_2

1872154524

¥;
S NH@_ N»H_O

(0]

[IC(=0)"]

-0.307

FCFP_2

oL
S

(0]

FICEDI

-0.290
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TOPKAT_Rat_Maximum_Tolerated Dose Gavage

(0]
[¢]
AN/
S N
H
H
NN
//
0 —N
C,oH,5N,0,S
Molecular Weight: 493.57622
ALogP: 4.976

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name OCHRATOXIN SULFISOOXAZOLE 8-METHOXYPSORALEN
Structure
H,N
—N
Se¥ SOy
[e] OH [e] o 5 H

Actual Endpoint (-log C) 6.28396 2.82494 3.45978
Predicted Endpoint (-log 5.12358 3.0705 4.14745
C)
Distance 1.264 1.344 1.508
Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-359

Model Prediction
Prediction: 0.023

Unit: g/kg_body_weight
Mahalanobis Distance: 13.575

Mahalanobis Distance p-value: 5.13e-011

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.
1. Molecular_Weight out of range. Value: 493.58. Training min, max, mean, SD: 68.074, 434.63,

171.13, 85.06.

2. Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

3.  OPS PC6 out of range. Value: -4.0783. Training min, max, SD, explained variance: -2.4321,
2.9885, 1.256, 0.0488.

4.  Unknown FCFP_2 feature: 907036844: [*]OC[c](:[*]):[*]

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_2

332760439 p

"t‘nc»

[(1OLC](:[cHI:[*]):[
HL:["]

0.672




FCFP_2

1 ;
o
@(\ 0
s NH:
ZH /' ;

[=0

0.511

FCFP_2

3 ;
0
()r(\ 0
s N H:
EH /' ;

[IN

0.104

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_2

203677720
by
Cf“l:
s N

FICEEDICI:[el([*
DLl 1]

NH\-ﬂ
0 =N

-0.406

FCFP_2

1872154524 p
0

-0.307

FCFP_2

FICEID

-0.290
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TOPKAT_Rat_Maximum_Tolerated Dose Gavage

(0]
(0]
- | A
N s N
H
H
N S
) |
O/ \
C27H21N30352
Molecular Weight: 499.60394
ALogP: 4.929

Rotatable Bonds: 8
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
Structure oH
0%\%{
¢
H,N g
T, oy .
[e] OH [e] o 5 H
s
Actual Endpoint (-log C) 6.28396 2.82494 2.54455
Predicted Endpoint (-log 5.12358 3.0705 3.9702
C)
Distance 1.273 1.362 1.567
Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336

Model Prediction
Prediction: 0.049

Unit: g/kg_body_weight
Mahalanobis Distance: 14.054

Mahalanobis Distance p-value: 1.08e-011

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. Molecular_Weight out of range. Value: 499.6. Training min, max, mean, SD: 68.074, 434.63,

171.13, 85.06.

2. Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

3.  OPS PC6 out of range. Value: -4.0599. Training min, max, SD, explained variance: -2.4321,
2.9885, 1.256, 0.0488.

4.  Unknown FCFP_2 feature: 907036844: [*]OC[c](:[*]):[*]

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

332760439

be

Z LY (¢]

NS NH
NH S
Cg—@

["10[c](:[eHI["]):[e
HI:[]

0.672




FCFP_2 il p 0.511
O
Z (0]
NH S
o \\J
['I=0
FCFP_2 3 p 0.104
O
& A O
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2 >—NH S
o \dl
[IN
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 003677720 -0.406
by
Sand
S N
NH S
o
[ICE D el
) HEwHCREY!
FCFP_2 1872154524 p -0.307
O
z ) (¢]
Ne s NH
2 >—NH S
o \\J
[IC(=0)I"]
FCFP_2 D £0.290
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Co-crystallized ligand TOPKAT_Rat_Maximum_Tolerated Dose Gavage

Structural Similar Compounds

Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
Structure oH
0)\\%{
=

N
HZN /qr
N o
o=
(0]
o O N I L) s
07 N Y °
[e] OH [e] ”
Ho o
d

-

Actual Endpoint (-log C) 6.28396 2.82494 2.54455
C21H22N4O3S Predicted Endpoint (-log 5.12358 3.0705 3.9702
Molecular Weight: 410.48938 C)
ALogP: 3.14 Distance 0.781 0.878 1.069
Rotatable Bonds: 7 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336
Acceptors: 4
Donors: 3 Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.
Model Prediction
Prediction: 0.081

Unit: g/kg_body_weight
Mahalanobis Distance: 11.836

Mahalanobis Distance p-value: 1.51e-008

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction. 1 i
Mahalanobis Distance p-value: The p-value gives the fraction of Featu re CO ntri b ution
training data with an MD greater than or equal to the one for the

Num_AromaticRings out of range. Value: 3. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
Unknown FCFP_2 feature: 19: [*]:[nH]:[*]

Unknown FCFP_2 feature: 262592487: [*]:[c]1:[*]:[*]:n:[nH]:1

Unknown FCFP_2 feature: 1747267175: [*][c]1:[*]:[*]:[nH]:n:1

Unknown FCFP_2 feature: -1861645784: [*]:[cH]:[c]:[cH]:[*DICICI*D:[*]

Unknown FCFP_2 feature: 307448885: [*]:[c]1:[*]:[*]:[nH]:[c]:1:c:[*]

Unknown FCFP_2 feature: 1018942292: [*]CS(=0)(=0)N[*]

NogokrwbnrE

given sample, assuming normally distributed data. The smaller Top features for positive contribution

the p-value, the less trustworthy the prediciton. For highly non- - - - -

normal X properties (e.g., fingerprints), the MD p-value is wildly Fingerprint Bit/Smiles Feature Structure Score

laccurare. FCFP_2 f H}y 0.511
N

4
v

['I=0




FCFP_2
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St
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[IN

0.104

FCFP_2

-1272798659

7
m
o

[ICCC["]
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Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

1872154524
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4
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[IC(=0)I"]

-0.307
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11 TOPKAT_Rat_Oral_LD50
Structural Similar Compounds
Name 2-BENZIMIDAZOLINONE; |KETOCONAZOLE 1-ACETYL-3;3-bis-[4-
\ 1-[1-(3-CYANO-3;3- (ACETYLOXY)PHENYL]-
0—NnN DIPHENYLPROPYL)-4- 1,3-DIHYDRO-2H-INDOL -
\ o o /I PIPERIDYL]-3- 2-ONE
<z N PROPIONYL-
N _~_© Structure
> ’ r
(6] O N
()N O\/KM O O%o
O O
K/NT C)\o
CZQHZGNZOG
Molecular Weight: 498.52653
ALogP: 4.994 Actual Endpoint (-log C) 3.543 3.505 2.948
Rotatable Bonds: 10 Predicted Endpoint (-log 3.00532 2.65464 2.6866
Acceptors: 6 C?
Donors: 0 Distance 0.688 0.688 0.711
- Reference ARZNAD 21;862;71 MDACAP 17;373;81 JAPMAS8 42;468;53

Model Prediction
Prediction: 2.223

Unit: g/kg_body_weight
Mahalanobis Distance: 28.272

Mahalanobis Distance p-value: 1.03e-051

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

©COoNOO~LODNE

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:

1716966732: [*]\N=C/I\C(=[*D[*1[*]:[c]1:[*]
-408704017: [*]=NOC

16: [[c]CID:*]

1747237384: [*[c]1:[*]:[*]:[c]:[*D):0:1
690511177: [*[[c]L:[*]:[*T:0:[c]: 2[c] CI*D:[*]
1618154665: [*][c]:I*D:[cHLIC]CID:]
-1861645784: [*]:[cH]:[c]GI[cHI:*DICICID:T*
580960234: [*JON=C([*[*]

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6 642810091 0.281
b'N o o O,—
&~elo
(e}
Il
FCFP_6 1143686149 0.243
b'N o o O,—
N O A
&
[*]=NOC
ECFP_6 1571214559 0.190
N O
O
[*11:[cH]:[cH]:[cH]:[
cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 2106656448 -0.352
b'N o o O,—
&~eto
o
[IC(=0)"]
ECFP_6 1887306650 -0.271
b'N o o O,—
S ~elo
o
[IC(=I"nHocC
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TOPKAT_Rat_Oral_LD50

C,oHgO,S

Molecular Weight: 208.23372
ALogP: 2.596

Rotatable Bonds: 2
Acceptors: 3

Donors: 1

Structural Similar Compounds

Name N-METHYLCARBAMIC BENZIMIDAZOLE; 2- BENZIMIDAZOLE; 2-
ACID; 4-BENZOTHIENYL |(TRIFLUORO)METHYL-4- |(TRIFLUORO)METHYL-5-
ESTER NITRO- NITRO-

Structure

Actual Endpoint (-log C) 3.471 4.34 4.8

Predicted Endpoint (-log 4.24261 3.69685 3.84207

C)

Distance 0.438 0.472 0.480

Reference TXAPA9 11;546;67 PSSCBG 15;31;84 PSSCBG 15;31;84

Model Prediction
Prediction: 0.240

Unit: g/kg_body_weight
Mahalanobis Distance: 16.045

Mahalanobis Distance p-value: 0.273

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:

ok wnNE

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature: -1670580914: [*]C(=[*])[c]1:s:[*]:[*]:[c]:1[*]
16: [*I[e]C:D:[*]

1747237384: [*][c]1:[*]:[*]:[c]G:[*D:0:1
1618154665: [*][c]:I*D:[cHI:[elGID:[*]
Unknown FCFP_6 feature: -1549222613: [*]:[c](:[*])C(=0)O

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 642810091 s o 0.281
/ OH

O—

CUe]CEDr




FCFP_6 136627117 S o 0.170
[ I%/ OH
O—
[']oC
ECFP_6 1074141656 S o 0.142
[ I%/ OH
O—
[']=0
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 734603939 s o -0.201
[ ):%/ OH
O—
['1c
FCFP_6 -1539132615 S -0.200
O
O—
FICEMDIel:s:[*]:
[(T:[el: 1]
FCFP_6 1036089772 £0.136

OH

?/% ’

[1ICOLCI:[*D:I]
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TOPKAT_Rat_Oral_LD50

S o)
/ OH
O
io
H,N

C,,H,NO,S
Molecular Weight: 251.25846
ALogP: 1.45

Rotatable Bonds: 4
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name SULFAFURAZOLE 2- SULFAMETHOXAZOLE
NAPHTHALENESULFONI
C ACID; 5-AMINO-6-
ETHOXY-

Structure

NH,
H,N
0.
N N=20
0 A
M Loy
OH N ~

-~
>
11~o

O

Actual Endpoint (-log C) 1.427 1.348 1.611

Predicted Endpoint (-log 1.37011 1.84442 1.72769

C)

Distance 0.537 0.546 0.550

Reference NIIRDN 6;391;82 85JCAE -;1061;86 TXAPA9 18;185;71

Model Prediction
Prediction: 0.230

Unit: g/kg_body_weight
Mahalanobis Distance: 19.767

Mahalanobis Distance p-value: 3.26e-008

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Unknown FCFP_6 feature: 16: [*][c]C:[*]):[*]

ok wnE

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature: -1670580914: [*]C(=[*])[c]1:s:[*]:[*]:[c]:1[*]

Unknown FCFP_6 feature: 1747237384: [*][c]1:[*]:[*]:[c]:[*]):0:1
Unknown FCFP_6 feature: 1618154665: [*][c](:[*]):[cH]:[cIGI*D:[*]
Unknown FCFP_6 feature: -1549222613: [*]:[c](:[*])C(=0)O

Feature Contribution

Top features for positive contribution

Fingerprint |Bit/SmiIes

|Feature Structure

|Score




ECFP_6

642810091

0.281

ECFP 6

1074141656

0.142

ECFP_6

-932108170

[IC(=['DN

0.126

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

566058135

-0.216

FCFP_6

-1539132615

H,N
FIC=IDIel:s:[*):
WHE RN

-0.200




FCFP_6

1036089772

S o
C=<

e

H,N

[ICO[C]CID:I]

-0.136
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s //o Structural Similar Compounds
/ OH Name ACENOCOUMARIN BENZIMIDAZOLE; 2- ACEMETACIN
(TRIFLUORO)METHYL-
4;6-DICHLORO-5;7-
o DINITRO-
Structure D;O
! o
r“\
+ - N/
N—o 5
¢}
Cy6H;NO,S -
Molecular Weight: 329.32724 Actual Endpoint (-log C) 2.838 3.47 4.235
ALogP: 4.074 Predicted Endpoint (log | 3.3152 3.99964 3.39415
Rotatable Bonds: 5 C)
Acceptors: 5 Distance 0.634 0.644 0.654
Donors: 1 Reference 29ZVAB -;3;69 PSSCBG 15;31;84 ARZNAD 30;1398;80

Model Prediction
Prediction: 1.066

Unit: g/kg_body_weight
Mahalanobis Distance: 18.931

Mahalanobis Distance p-value: 6.47e-006

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: 1043790491: [*][N+](=[*D[*]

3. Unknown ECFP_2 feature: 781519895: [*][O-]

4, Unknown ECFP_2 feature: -1670580914: [*]IC(=[*N[c]1:s:[*]:[*]:[c]:1[*]
5. Unknown ECFP_2 feature: -179073144: [*][N+](=*DI[c]C:[cH]:[*D:[cH]:[*]
6. Unknown ECFP_2 feature: -215026467: [*]:[c](:[*])[N+](=O)[O-]

7. Unknown ECFP_2 feature: 2104376220: [*][N+](=O)[*]

8. Unknown ECFP_2 feature: -659271057: [*][N+](=[*])[O-]

9. Unknown FCFP_6 feature: 16: [*][c]C:[*D:[*]

10.  Unknown FCFP_6 feature: 8: [*][N+](=[*D[*]

11.  Unknown FCFP_6 feature: 5: [*][O-]

12.  Unknown FCFP_6 feature: 1747237384: [*][c]1:[*]:[*]:[c]:[*]):0:1

13.  Unknown FCFP_6 feature: 1618154665: [*][c](:[*]):[cH]:[c]C:[*D):[*]

14.  Unknown FCFP_6 feature: -1549222613: [*]:[c](:[*])C(=0)O

15.  Unknown FCFP_6 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*]):[cH]:[*]
16.  Unknown FCFP_6 feature: -1338588315: [*]:[c](:[*])[N+](=O)[O-]

17.  Unknown FCFP_6 feature: 1872392852: [*][N+](=O)[*]

18.  Unknown FCFP_6 feature: 260476081: [*][N+](=[*])[O-]




Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 642810091 s, o 0.281
O
'l
CUelCED:]
ECFP_6 -1074141656 s. o 0.142
O
} o
['I=0
ECFP_6 1333660716 s, o 0.115
02
o
(U :[LLTeLel
[*]):[c]:1:[cHL:["]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 007036844 -0.222

S (]
02
s
[IOCLe]C[*D:"]




FCFP_6 -1539132615 s o -0.200
[I/X_QOH
Ob
#o
[ICEDIel:s:[*]:
["TLel:1[]
FCFP_6 1036089772 -0.136

S 0
o;

4

[1ICO[C](:[*]):["]
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S /o Structural Similar Compounds
/ / Name ACENOCOUMARIN BENZIMIDAZOLE; 2- ACEMETACIN
OH (TRIFLUORO)METHYL-
4;6-DICHLORO-5;7-
DINITRO-
0 Structure ifo
- \ o
(0] © =
N N
\\ o
° (D
Cy6H;NO,S -
Molecular Weight: 329.32724 Actual Endpoint (-log C) 2.838 3.47 4.235
ALogP: 4.074 Predicted Endpoint (log | 3.3152 3.99964 3.39415
Rotatable Bonds: 5 C)
Acceptors: 5 Distance 0.635 0.644 0.654
Donors: 1 Reference 29ZVAB -;3;69 PSSCBG 15;31,84 ARZNAD 30;1398;80

Model Prediction
Prediction: 0.644

Unit: g/kg_body_weight
Mahalanobis Distance: 18.931

Mahalanobis Distance p-value: 6.47e-006

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

1. All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: 1043790491: [*][N+](=[*D[*]

3. Unknown ECFP_2 feature: 781519895: [*][O-]

4, Unknown ECFP_2 feature: -1670580914: [*]IC(=[*N[c]1:s:[*]:[*]:[c]:1[*]
5. Unknown ECFP_2 feature: -179073144: [*][N+](=*DI[c]C:[cH]:[*D:[cH]:[*]
6. Unknown ECFP_2 feature: -215026467: [*]:[c](:[*])[N+](=O)[O-]

7. Unknown ECFP_2 feature: 2104376220: [*][N+](=O)[*]

8. Unknown ECFP_2 feature: -659271057: [*][N+](=[*])[O-]

9. Unknown FCFP_6 feature: 16: [*][c]C:[*D:[*]

10.  Unknown FCFP_6 feature: 8: [*][N+](=[*D[*]

11.  Unknown FCFP_6 feature: 5: [*][O-]

12.  Unknown FCFP_6 feature: 1747237384: [*][c]1:[*]:[*]:[c]:[*]):0:1

13.  Unknown FCFP_6 feature: 1618154665: [*][c](:[*]):[cH]:[c]C:[*D):[*]

14.  Unknown FCFP_6 feature: -1549222613: [*]:[c](:[*])C(=0)O

15.  Unknown FCFP_6 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*]):[cH]:[*]
16.  Unknown FCFP_6 feature: -1338588315: [*]:[c](:[*])[N+](=O)[O-]

17.  Unknown FCFP_6 feature: 1872392852: [*][N+](=O)[*]

18.  Unknown FCFP_6 feature: 260476081: [*][N+](=[*])[O-]




Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 642810091 s, o 0.281
.
(0]
b\ ‘O-
N
‘0
FlelCED:T
ECFP_6 -1074141656 s. o 0.142
<.
O
Oy
N
‘0
['I=0
ECFP_6 2007300961 s o 0.123
(0]
b o
N
(0]
el :C1:[el(D):
[cH]:[cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 007036844 s. o -0.222
O
1
N
0
[IOCLEl:I*D:I"]




FCFP_6 -1539132615 s o -0.200
o
b o
N
o
MICEMDIel:s:[]:
[T[el:10%]

FCFP_6 1036089772 -0.136

[ICO[C]CI]:I]




31 TOPKAT_Rat_Oral_LD50
S /o Structural Similar Compounds
/ / Name ACENOCOUMARIN BENZIMIDAZOLE; 2- ACEMETACIN
OH (TRIFLUORO)METHYL-
4;6-DICHLORO-5;7-
- DINITRO-
(0] O\ Structure W
Nio O/?/
! o
r“\
o/
Cy6H;NO,S -
Molecular Weight: 329.32724 Actual Endpoint (-log C) 2.838 3.47 4.235
ALogP: 4.074 Predicted Endpoint (log | 3.3152 3.99964 3.39415
Rotatable Bonds: 5 C)
Acceptors: 5 Distance 0.634 0.642 0.656
Donors: 1 Reference 29ZVAB -;3;69 PSSCBG 15;31,84 ARZNAD 30;1398;80

Model Prediction
Prediction: 1.109

Unit: g/kg_body_weight
Mahalanobis Distance: 19.126

Mahalanobis Distance p-value: 2.05e-006

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:

1043790491: [*][N+](=[*DI*]

781519895: [*][O-]

-1670580914: [*|C(=[*D[c]1:s:[*]:[*]:[c]:1[*]
-1956535100: [*][c]:[*]):[c]C[eH]:*DIN+I(=[*DI*]
-215026467: [*]:[c](:[*])[N+](=0)[O-]
2104376220: [*][N+](=0)[*]

-659271057: [*][N+](=[*])[O-]

16: [*[c]C[*D:[*]

8: [IN+](=["D[*]

5: [[O]

1747237384: [*][c]L1:[*]:[*]:[c]G:[*D:0:1
1618154665: [*][c]C:[*D):[cH]:[c1G*D:[*]
-1549222613: [*]:[c](:[*])C(=0)O
-828984032: [*][N+](=[*DIcICGIcHI:[*D:[cHI:[*]
-1338588315: [*]:[c](:[*])[N+](=0)[O-]
1872392852: [*][N+](=0)[*]

260476081 [*][N+](=[*])[O-]




Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 642810091 s 0 0.281
o Q
FlelCr):L]
ECFP_6 -1074141656 s 0 0.142
<.
o 9
[1=0
ECFP_6 1333660716 s. o 0.115
Svat
o o,
a3
Cle [T Lel:
[]):[c]:1:[cHL["]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 007036844 -0.222

[IOC[e] D]




FCFP_6 -1539132615 s o -0.200
@/e_«w
o 9.
? :N=o
[IC(=DIelt:s:[:
(el
FCFP_6 1036089772 -0.136

S ]

(o]

o LR
bk&o

[ICO[C]CID:]
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H,N
— 0
o)
Ny 7
s N
H
H
N
/
o} i:
C25H21N3O4S
Molecular Weight: 459.51694
ALogP: 3.396

Rotatable Bonds: 8
Acceptors: 4
Donors: 3

Structural Similar Compounds

Name BENZENESULFONIC AZOSEMIDE NAFAMSTAT; MESYLATE
ACID; 2;2'-(4;4'- SALT (MESYLATE
BIPHENYLYLENEDIVINYL STRIPPED)
ENE)DI-; DISODIUM SALT
(Na STRIPPED)
Structure O
HN§[/H
O (/\‘l NH, O o
- o
Actual Endpoint (-log C) 1.968 2.163 2.057
Predicted Endpoint (-log 1.72109 2.21052 2.61968
C)
Distance 0.820 0.842 0.881
Reference MVCRB3 2;193;73 IYKEDH 18;666;87 IYKEDH 17;1106;86

Model Prediction
Prediction: 2.364

Unit: g/kg_body_weight
Mahalanobis Distance: 23.783

Mahalanobis Distance p-value: 1.38e-024

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Unknown FCFP_6 feature: 16: [*][c]C:[*D:[*]

ok wnNE

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature: -1670580914: [*]IC(=[*D[c]1:s:[*]:[*]:[c]:1[*]

Unknown FCFP_6 feature: 1747237384: [*][c]1:[*]:[*]:[c]:[*]):0:1
Unknown FCFP_6 feature: 1618154665: [*][c](:[*]):[cH]:[c]G[*D):T*]
Unknown FCFP_6 feature: 907096426: [*INCIc]:[*D:[*]

Feature Contribution

Top features for positive contribution

Fingerprint |Bit/SmiIes

|Feature Structure

|Score




ECFP_6 642810091 0.281
- HN_
ot
-0
S NH
2 >—NH
O
el
ECFP_6 -1897341097 0.216
HN_
o
-0
S NH
A
(e}
[INE]
ECFP_6 1571214559 ; 0.190
2% 0
O
(;(w:
S N
O
O
[*11:[cH]:[cH]:[cH]:[
cHJ:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 197523368 N -0.301
270
(¢}
-0
S NH
2 >—NH
O
[FICNC(=["])"]
FCFP_6 566058135 -0.216

["ICC(=O)N




FCFP_6

1539132615

HoN o

O
Cf‘-«i:
S Ni
0O
[ICELDICN s
WICHIY

-0.200
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Structural Similar Compounds

Name ANTHRAQUINONE; 1;4- |FENDOSAL BENZENESULFONIC
bis-(p-TOLYLAMINO)- ACID; 2;2'-(4;4'-
o BIPHENYLYLENEDIVINYL

ENE)DI-; DISODIUM SALT
(Na STRIPPED)

Structure O
KRN
H NH

NH
CagHaN,0,8 e

Molecular Weight: 492.58816

ALogP: 6.126 Actual Endpoint (-log C) 2.058 2.928 1.968
Rotatable Bonds: 8 Predicted Endpoint (-log 1.57464 2.59 1.72109
C
Acceptors: 3 )
Distance 0.801 0.817 0.874
Donors: 2
Reference 85JCAE -;1330;86 AGACBH 8;209;78 MVCRB3 2;193;73

Model Prediction
Prediction: 5.598

Unit: g/kg_body_weight
Mahalanobis Distance: 25.252

Mahalanobis Distance p-value: 1.53e-032

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller 1 1

the p-value, the less trustworthy the prediciton. For highly non- Featu re CO ntri b ution
normal X properties (e.g., fingerprints), the MD p-value is wildly

inaccurate. Top features for positive contribution
Fingerprint Bit/Smiles [Feature Structure [Score

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature: -1670580914: [*]IC(=[*D[c]1:s:[*]:[*]:[c]:1[*]
Unknown FCFP_6 feature: 16: [*][c](:[*]):[*]

Unknown FCFP_6 feature: 1747237384: [*][c]1:[*]:[*]:[c]:[*]):0:1
Unknown FCFP_6 feature: 1618154665: [*][c](:[*]):[cH]:[c]G[*D):T*]
Unknown FCFP_6 feature: 907096426: [*INCIc]:[*D:[*]

ok wnNE




ECFP_6 642810091 p 0.281
(¢}
e
S NH
NH
O O
CIelCED:0]
ECFP_6 -1897341097 p 0.216
(¢}
-0
S NH:
NH
O O
[IND]
ECFP_6 1571214559 0.190
b
San
S N
O
o
[*11:[cH]:[cH]:[cH]:[
cH]:[cH]:1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 197523368 p -0.301
(¢}
-0
S NH:
NH
O O
[CNC(=["])["]
FCFP_6 007036844 -0.222

<0
RPN

[1OCLel:I*D:I"]




FCFP_6

1539132615

K
- Dug

FIC=DIe:s:[*):
["1[e]1"]

-0.200
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Structural Similar Compounds

Name BENZENESULFONIC FENDOSAL ANTHRAQUINONE; 1;4-
ACID; 2;2'-(4;4'- bis-(p-TOLYLAMINO)-
o BIPHENYLYLENEDIVINYL
ENE)DI-; DISODIUM SALT
o (Na STRIPPED)
N/
Structure
S N /?j
H o NH
[e]
H
N O
) * OO
o \—, O
o N ©
CyoH23sN30,S o
Molecular Weight: 493.57622
ALogP: 4.976 Actual Endpoint (-log C) 1.968 2.928 2.058
Rotatable Bonds: 8 Predicted Endpoint (-log 1.72109 2.59 1.57464
C
Acceptors: 4 )
Distance 0.799 0.871 0.883
Donors: 2
Reference MVCRB3 2;193;73 AGACBH 8;209;78 85JCAE -;1330;86

Model Prediction
Prediction: 5.308

Unit: g/kg_body_weight
Mahalanobis Distance: 25.534

Mahalanobis Distance p-value: 3.51e-034

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature: -1670580914: [*]IC(=[*D[c]1:s:[*]:[*]:[c]:1[*]
Unknown FCFP_6 feature: 16: [*][c](:[*]):[*]

Unknown FCFP_6 feature: 1747237384: [*][c]1:[*]:[*]:[c]:[*]):0:1
Unknown FCFP_6 feature: 1618154665: [*][c](:[*]):[cH]:[c]G[*D):T*]
Unknown FCFP_6 feature: 907096426: [*INCIc]:[*D:[*]

ok wnNE

Feature Contribution

Top features for positive contribution
|Bit/SmiIes |Feature Structure

Fingerprint

|Score




ECFP_6

642810091 p
o]
(:[§—P
S NH
@-N{L@

o N

ICICIN]

0.281

ECFP 6

-1897341097 p
0
-0
S NH
2 >—NH M\
Ead:

[*IN[]

0.216

ECFP_6

1571214559

<<
Ouy

[*11:[cH]:[cH]:[cH]:[
cHJ:[cH]:1

0.190

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

ECFP_6

197523368 p
o]
(jr&-@
S NH
@-N{L@

0 =\

[ICNC(=['DI'

-0.301

ECFP_6
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o]
@ju
S NH:
NH 7\
O SN

[l:n:l]

-0.239
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Structural Similar Compounds

Name BENZENESULFONIC ACEMETACIN FENDOSAL
ACID; 2;2'-(4;4'-

o BIPHENYLYLENEDIVINYL
ENE)DI-; DISODIUM SALT

= 0 (Na STRIPPED)
| \ N 4 Structure O Mo
\ ?H
S u o [¢] Oj
H \ o

o ~o
C,7H,1N;0,S, O “ .

Molecular Weight: 499.60394 !

ALogP: 4.929 Actual Endpoint (-log C) 1.968 4.235 2.928
Rotatable Bonds: 8 Predicted Endpoint (-log 1.72109 3.39415 2.59
C)
Acceptors: 4 -
Distance 0.752 0.977 0.988
Donors: 2
Reference MVCRB3 2;193;73 ARZNAD 30;1398;80 AGACBH 8;209;78

Model Prediction
Prediction: 1.838

Unit: g/kg_body_weight
Mahalanobis Distance: 26.236

Mahalanobis Distance p-value: 2.16e-038

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller 1 1

the p-value, the less trustworthy the prediciton. For highly non- Featu re CO ntri b ution
normal X properties (e.g., fingerprints), the MD p-value is wildly

inaccurate. Top features for positive contribution
Fingerprint Bit/Smiles [Feature Structure [Score

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature: -1670580914: [*]IC(=[*D[c]1:s:[*]:[*]:[c]:1[*]
Unknown FCFP_6 feature: 16: [*][c](:[*]):[*]

Unknown FCFP_6 feature: 1618154665: [*][c](:[*]):[cH]:[c]G[*D:[*]
Unknown FCFP_6 feature: 1747237384: [*][c]1:[*]:[*]:[c]:[*]):0:1
Unknown FCFP_6 feature: 907096426: [*INCIc]:[*D:[*]

ok wnNE
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
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Co-crystallized ligand TOPKAT_ Rat_Oral _LD50

Structural Similar Compounds

Name CARBAMIC ACID; [1-[(5- OCHRATOXIN A SULFAQUINOXALINE
CYANOPENTYL)CARBAM
OYL]BENZIMIDAZOL-2-
YL]-; METHYL ESTER

Structure

O/

N

R /
o T
0.

C21H22N403S

Molecular Weight: 410.48938 Actual Endpoint (-log C) 2.12 4.305 2.341

ALogP: 3.14 Predicted Endpoint (log | 1.78415 3.03558 2.42674

Rotatable Bonds: 7 C)

Acceptors: 4 Distance 0.713 0.717 0.741

Donors: 3 Reference 85ARAE 4;118;76/77 FCTXAV 6;479;68 MahWM# 16NOV82

Model Prediction
Prediction: 2.626

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found in the training set.

Unit: g/kg_body_weight 1. All properties and OPS components are within expected ranges.
Mahalanobis Distance: 27.226 2. Unknown ECFP_2 feature: 268744321: [*]CS(=0)(=O)N[*]
Mahalanobis Distance p-value: 1.13e-044 3. Unknown ECFP_2 feature: -1341194584: [*]S(=["])(=["])CC1[*]["]1
Mahalanobis Distance: The Mahalanobis distance (MD) is a 4. Unknown FCFP_6 feature: 19: [*]:[nH]:[*]
genelralization of thehEucIidean distance thalt a(l:coténts fck)]r 5. Unknown FCFP_6 feature: 16: [*][c]C:[*D:[*]
! S Nt _
Gistance 10 the center of the 1raining data. The larger the MD, the 6. Unknown FCFP_6 feature: 262592487: [*|[c]1:[*|[}:n:[nH]:1
llasitrlustvrjort%y tthe pfedictilcm- " e aives the fraction of 7. Unknown FCFP_6 feature: 1747267175: [*][c]1:[*]:[*]:[nH]:n:1
ahalanopis Distance p-value: e p-value gives the fraction o
training data with an I\/Ilg greater thanpor equgl to the one for the 8. Unknown FCFP_6 feature: -1151884458: [*IN[c]1:n:[*|.[*]:[c]:1:[*]
tghi\éen s:lmgl% gslguéntlrngs tnoormﬁlls{hcgst?gaytce% ga't:% Thhehslmr?(ljlﬁr 9. Unknown FCFP_6 feature: 1618154665: [*][c]C:[*]):[cH]:[c]G:I*D:[*]
-value, S UStw ICI . rni - . . . . B . . .
norrFr)waI X properties (e.g., finge)r/printg), the MD p—valu% isywildly 10. Unknown FCFP_6 feature: -1861645784: [*][CH][C]([CH][*])[C]([*])[*]
inaccurate. 11.  Unknown FCFP_6 feature: 307448885: [*]:[cH]:[c]1:[nH]:[*]:[*]:[c]:1:[*]
12.  Unknown FCFP_6 feature: 1018942292: [*]CS(=0)(=0O)N[*]

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
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