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TOPKAT_ Developmental Toxicity Potential

T
:

o
HN \NH
N~
J
S
N—N
C19H25N7O
Molecular Weight: 367.44809
ALogP: 3.681

Rotatable Bonds: 5
Acceptors: 5
Donors: 3

Structural Similar Compounds

Name Ochratoxin a Amsacrine Chenodiol
Structure O oH
O, OH
~ /NH
gl on
(o] o

Actual Endpoint Toxic Toxic Toxic
Predicted Endpoint Toxic Toxic Toxic
Distance 0.552 0.588 0.612
Reference Toxicol Appl Pharmacol Fundam Appl Toxicol Arch Int Pharm 246:149-

37(2):331-8; 1976

7(2):214-20; 1986

158; 1980

Model Prediction

Prediction: Non-Toxic
Probability: 0.384
Enrichment; 0.73

Bayesian Score: -4.99
Mahalanobis Distance: 11.9

Mahalanobis Distance p-value: 3.77e-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 or appearing too infrequently

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
S et
SCFP_6 1256786467 O out of 15
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TOPKAT_ Developmental Toxicity Potential

e
:

o
HN \NH
N~
J
S
N—N
C19H19N7O
Molecular Weight: 361.40046
ALogP: 3.399

Rotatable Bonds: 5
Acceptors: 5
Donors: 3

Structural Similar Compounds

Name Ochratoxin a

Amsacrine

Benomyl

Structure

Actual Endpoint Toxic Toxic Toxic
Predicted Endpoint Toxic Toxic Toxic
Distance 0.544 0.587 0.618
Reference Toxicol Appl Pharmacol Fundam Appl Toxicol J Toxicol Environ Health

37(2):331-8; 1976

7(2):214-20; 1986

17:405-417; 1986

Model Prediction

Prediction: Non-Toxic
Probability: 0.4
Enrichment; 0.76
Bayesian Score: -4.41
Mahalanobis Distance: 10

Mahalanobis Distance p-value: 0.0194

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 or appearing too infrequently

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
S et
SCFP_6 1631845520 0.21 B out of 12

gues

N
FICEFDNICICED):

N-

[




SCFP_6

1205586762

N.
uN

s
[IN[c](:[eH]:["):[c
HI["]

0.139

11 out of 18

SCFP_6

1256786467

O

NN

d

~ i
N-N

["INC(=O)N["]

0.12

O out of 15

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Toxic in training
S et

SCFP_6

-572674910

Q

r°
N
L~
[*1:n1:[*L:[*]:n:[c]:
e[

-0.945

0 out of 3

SCFP_6

149212520

©
N0
N.

uN

Jues

o
[IElCDmnCE]
Y]

-0.448

5 out of 16

SCFP_6

1424144789

Q
Hl\krNO

N

gues

(MCiclt:n P n:
1]

-0.438

1 out of 4




8a TOPKAT_ Developmental Toxicity Potential

ﬁ Structural Similar Compounds
HN S Name Ochratoxin a LY171883 Benomyl
“d
Structure N—N
N O NG
\NH
O;
O.
N~ E(
‘ o
N @
O,
N
\/\< / OH
N—N
Actual Endpoint Toxic Non-Toxic Toxic
Cy5H1oNoS ) Predicted Endpoint Toxic Non-Toxic Toxic
Molecular Weight: 329.42325 Distance 0641 0645 0671
ALogP: 3.388 Reference Toxicol Appl Pharmacol Fundam Appl Toxicol J Toxicol Environ Health
Rotatable Bonds: 7 37(2):331-8; 1976 10(4):672-81; 1988 17:405-417; 1986
Acceptors: 5 - —
Donors: 3 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.
Prediction: Non-Toxic 1.  All properties and OPS components are within expected ranges.
Probability: 0.451
Enrichment: 0.857 Feature Contribution
Bayesian Score: -2.74 Top features for positive contribution
Mahalanob!s D!stance. 9.32 Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Mahalanobis Distance p-value: 0.0982 Set
Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false SCFP_6 18058322 \ 0.478 ¢ out of 4
negative rate. N\rs
Probability: The esimated probability that the sample is in the H
positive category. This assumes that the Bayesian score follows S\N
a normal distribution and is different from the prediction using a
cutoff. NZ
Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category. \/\« I
Bayesian Score: The standard Laplacian-modified Bayesian N-N
score. ) . . ) . [*]CNC(=[*])[*]
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_ Developmental Toxicity Potential

T
:

S
HN ~
N~
J
S
N—N
C19H25N7S
Molecular Weight: 383.51369
ALogP: 4.898

Rotatable Bonds: 7
Acceptors: 5
Donors: 3

Structural Similar Compounds

Name Ochratoxin a Amsacrine Dobutamine .HCI (Free
base form)
Structure :
HO O
N
OH HN
OH
O
il OH
o]
Actual Endpoint Toxic Toxic Toxic
Predicted Endpoint Toxic Toxic Toxic
Distance 0.671 0.674 0.698
Reference Toxicol Appl Pharmacol Fundam Appl Toxicol Yakuri to Chiryo 7:1707-
37(2):331-8; 1976 7(2):214-20; 1986 1730; 1979

Model Prediction

Prediction: Non-Toxic

Probability: 0.46

Enrichment; 0.874

Bayesian Score: -2.47

Mahalanobis Distance: 11

Mahalanobis Distance p-value: 0.000957

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 or appearing too infrequently

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 1435188938 4 out of 4

[1IC(=S)[']

Q 0.478




SCFP_6

18058322

HN\rS

NN

40
ﬂN_ T

[FICNC(=["])["]

0.478

4 out of 4

SCFP_6

382734644

HN\rS
Ny

e

N-N

['INC(=S)N["]

0.478

4 out of 4

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Toxic in training
S et

SCFP_6

-572674910

Q

i
N
L~
[*1:n1:[*L:[*]:n:[c]:
e[

-0.945

0 out of 3

SCFP_6

149212520

Q
NS
N.

uN

Jues

o
[IElCDmnCE]
Y]

-0.448

5 out of 16

SCFP_6

1424144789

N
o
[*ICLel:n:[*]:[*]:n:
1:["]

-0.438

1 out of 4




9a

TOPKAT_ Developmental Toxicity Potential

Cl

C,oH;;CINg

Molecular Weight: 364.83147
ALogP: 4.967

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name

Perphenazine

Acemetacin

Amsacrine

Structure

}N
/

]

A

OH

Actual Endpoint Toxic Non-Toxic Toxic
Predicted Endpoint Toxic Non-Toxic Toxic
Distance 0.579 0.618 0.640

Reference

Toxicol Appl Pharmacol
21(2):230-6; 1972

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

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

Model Prediction

Prediction: Non-Toxic
Probability: 0.371
Enrichment: 0.706
Bayesian Score: -5.47
Mahalanobis Distance: 9.86

Mahalanobis Distance p-value: 0.0301

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 or appearing too infrequently

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
S et
SCFP_6 1390366442 0.381 P out of 2
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9b

TOPKAT_ Developmental Toxicity Potential

N—N

C19H17FN6

Molecular Weight: 348.37688
ALogP: 4.508

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name

Perphenazine

Amsacrine

Budralazine

Structure

}N
/

]

Actual Endpoint Toxic Toxic Non-Toxic
Predicted Endpoint Toxic Toxic Non-Toxic
Distance 0.601 0.622 0.623

Reference

Toxicol Appl Pharmacol
21(2):230-6; 1972

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

Oyo Yakuri 21(2):321-330;
1981

Model Prediction

Prediction: Non-Toxic
Probability: 0.393
Enrichment: 0.748
Bayesian Score: -4.65
Mahalanobis Distance: 9.95

Mahalanobis Distance p-value: 0.0235

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 or appearing too infrequently

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 11789136446 . 0.381 P out of 2
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9c TOPKAT_ Developmental Toxicity Potential

HO Structural Similar Compounds

Name Amsacrine Ochratoxin a Benomyl

Structure O O
N A

NZ
L J
NH
0\
NH

e

N—N
Actual Endpoint Toxic Toxic Toxic

C,oH1gNsO brodi - - . -

) redicted Endpoint Toxic Toxic Toxic
Molecular Weight: 346.38582 Distance 0546 0625 0.640
AlogP: 4.061 Reference Fundam Appl Toxicol Toxicol Appl Pharmacol J Toxicol Environ Health
Rotatable Bonds: 5 7(2):214-20; 1986 37(2):331-8; 1976 17:405-417; 1986
Acceptors: 6 - —
Donors: 2 Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

Model Prediction in the training set.
Prediction: Non-Toxic 1.  All properties and OPS components are within expected ranges.
Probability: 0.367
Enrichment: 0.698 Feature Contribution

Bayesian Score: -5.65 Top features for positive contribution

Mahalanob!s D!stance: 102 Fingerprint Bit/Smiles Feature Structure [Score Toxic in training
Mahalanobis Distance p-value: 0.0115 Set

Prediction: Positive if the Bayesian score is above the estimated

best cutoff value from minimizing the false positive and false SCFP_6 1390366442 HO 0.381 P out of 2

negative rate. Q
1

Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows No
a normal distribution and is different from the prediction using a
cutoff. z
Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category. J\«N_:\‘
Bayesian Score: The standard Laplacian-modified Bayesian

score. [*I\N=C\[c]:[*]):[*]
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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9d TOPKAT_ Developmental Toxicity Potential

ON Structural Similar Compounds
Name Acemetacin Amsacrine Bunazosin .HCI (Free base
form)
Structure

N—N on o/g
C,oH /N0, Actual Endpoint Non-Toxic Toxic Toxic
Molecular Weight: 375.38397 Predicted Endpoint Non-Toxic Toxic Toxic
ALogP: 4.197 Distance 0.608 0.665 0.671
Rotatable Bonds: 6 Reference Oyo Yakuri 22(6):777-786; | Fundam Appl Toxicol Kiso to Rinsho 17:914-
1981 7(2):214-20; 1986 924; 1983

Acceptors: 7
Donors: 1

Model Applicability

i~ti Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.

Prediction: Non-Toxic
Probability: 0.331

Enrichment: 0.629 ; B
Bayesian Score: -7.19 Feature Contribution

Mahalanobis Distance: 10.1 Top features for positive contribution

Mahalanobis Distance p-value: 0.0164 Fingerprint Bit/Smiles Feature Structure [Score Toxic in training

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

negative rate, SCFP_6 1390366442 o 0.381 P out of 2
Probability: The esimated probability that the sample is in the \Q\

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

positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a No
cutoff.
Enrichment: An estimate of enrichment, that is, the increased Z
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian J‘«N_:\‘
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the FIN=C\[CICI*I):[]
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_ Developmental Toxicity Potential

/
"\
A,
s —/
N
H///
NN
[¢]
HOOC
C22H19N703S
Molecular Weight: 461.49635
ALogP: 3.42

Rotatable Bonds: 7
Acceptors: 8
Donors: 2

Structural Similar Compounds

Name Ochratoxin a LY171883 Lenampicillin .HCI (Free
base form)
Structure N—=N
O g
HN & N NH
¢]

o)

2
HN
Ves
N
[e]
O—
o=
7 \W%j.o
_

ey

Actual Endpoint Toxic Non-Toxic Non-Toxic

Predicted Endpoint Toxic Non-Toxic Non-Toxic

Distance 0.682 0.698 0.703

Reference Toxicol Appl Pharmacol Fundam Appl Toxicol Chemotherapy 32:130-

37(2):331-8; 1976 10(4):672-81; 1988

145; 1984

Model Prediction

Prediction: Non-Toxic
Probability: 0.368
Enrichment: 0.699
Bayesian Score: -5.62
Mahalanobis Distance: 10.7

Mahalanobis Distance p-value: 0.00292

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 or appearing too infrequently

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 1623050981 0.271 1 out of 1
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14b TOPKAT_ Developmental Toxicity Potential

Structural Similar Compounds

AR Name Acemetacin Beclomethasone Hydrocortisone-17-
N Dipropionate butyrate-21-propionate

\_N
>/ SN Structure

c 0
< .
{ )
H
N\ © Ho
(e} N HO
728
\_J
" O,
(¢]
’ ! v \/\\(O
o
oj

o
O,N OI

o]

2 OH
C,H gNgO,S Actual Endpoint Non-Toxic Toxic Toxic
Molecular Weight: 462.48441 Predicted Endpoint Non-Toxic Toxic Toxic
ALogP: 3.685 Distance 0.701 0.730 0.731
Rotatable Bonds: 7 Reference Oyo Yakuri 22(6):777-786; | Oyo Yakuri 18(6):1021- Oyo Yakuri 21:441-466;
1981 1038; 1979 1981

Acceptors: 8
Donors: 1

Model Applicability

i~ti Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.

Prediction: Non-Toxic
Probability: 0.344

Enrichment: 0.654 ; B
Bayesian Score: -6.6 Feature Contribution

Mahalanobis Distance: 11.1 Top features for positive contribution

Mahalanobis Distance p-value: 0.000823 Fingerprint Bit/Smiles Feature Structure [Score Toxic in training

Prediction: Positive if the Bayesian score is above the estimated Set

best cutoff value fi inimizing the fal iti d fal
ng;a(t:ieeora\t/ea. ue from minimizing the false positive and false SCFP_6 1631845520 D.21 S out of 12

Probability: The esimated probability that the sample is in the N,(?
N.
N

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

positive category. This assumes that the Bayesian score follows N).,
a normal distribution and is different from the prediction using a s J=p
cutoff. NJ; {'
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. o _ rICEIRNEICrD):
Mahalanobis Distance: The Mahalanobis distance (MD) is the 1
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_ Developmental Toxicity Potential
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Molecular Weight: 496.56529
ALogP: 2.496

Rotatable Bonds: 7
Acceptors: 8
Donors: 2

Structural Similar Compounds

Name

Lenampicillin .HCI (Free
base form)

Bacampicillin .HCI (Free
base form)

Cyclic AMP Bucladesine

Structure

Oy

pS ye -
ﬂ . \\—47" o N
O— o)
o/ > \/jf 0/ }"O o
2/" \,
Actual Endpoint Non-Toxic Toxic Non-Toxic
Predicted Endpoint Non-Toxic Non-Toxic Non-Toxic
Distance 0.640 0.686 0.711

Reference

Chemotherapy 32:130-
145; 1984

Chemotherapy 27:30-35;
1979

Oyo Yakuri 27(3):585-597;
1984

Model Prediction

Prediction: Non-Toxic
Probability: 0.367
Enrichment: 0.698
Bayesian Score: -5.64
Mahalanobis Distance: 9.96

Mahalanobis Distance p-value: 0.0234

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 or appearing too infrequently

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 11247518081 0.271 1 out of 1
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TOPKAT_ Developmental Toxicity Potential

@) N—N

N
/
HZNK\S/<N \
|

N

e

N—N

C,sH.N,0S

Molecular Weight: 341.39089
ALogP: 2.008

Rotatable Bonds: 5
Acceptors: 6

Donors: 1

Structural Similar Compounds

Name Guthion Prazosin .HCI (Free base |Dinoseb
form)
Structure = )
RN o\\Nyo
)
| N
k\/'N\/ \P/O\ //i
T Y
o J
\ R 0
H,N O \\[‘\j
g ° o OH
Actual Endpoint Non-Toxic Toxic Toxic
Predicted Endpoint Non-Toxic Toxic Toxic
Distance 0.630 0.653 0.657
Reference Arch Toxicol 43:177-186; Oyo Yakuri 17:57-62; Arch Environ Contam
1980 1979 Toxicol 15(4):377-84; 1986

Model Prediction

Prediction: Non-Toxic
Probability: 0.382
Enrichment: 0.725
Bayesian Score: -5.08
Mahalanobis Distance: 9.46

Mahalanobis Distance p-value: 0.0743

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 or appearing too infrequently

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 -1357949052 o N 0.453 3 out of 9
H, z/\S’Q ;
1
X
N—N

IC(=["IN




SCFP_6

[*IN[*]

0.0928

45 out of 78

SCFP_6

-1272798659

OY\ N—N
/
H,N 3’4 ;
i

J\«m

N—N

[*jcCC

0.0708

14 out of 78

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Toxic in training
S et

SCFP_6

-572674910

0
HY\S’Q

pues

N—N

N—N
\
1

[*1:n1:[*1:[*]en:[c]:
TLe] D]

-0.945

0 out of 3

SCFP_6

-299471172

IC(=["NCS[c]1:n:[*
111X

-0.594

1 out of 5

SCFP_6

149212520

o N—~N
., N
1

J\«{;@

N—N

CAeICEN:nin(]
)

-0.448

5 out of 16




Doxorubicin

TOPKAT_ Developmental Toxicity Potential

NH
HO
0 0 OH o) o™
HO [
OH I
OH o)
C27H29Noll

Molecular Weight: 543.51925
ALogP: -4.4e-002

Rotatable Bonds: 5
Acceptors: 12

Donors: 6

Structural Similar Compounds

Name

Cefpiramide Sodium (Free
acid form)

Latomoxef

Cefoperazone

Structure

T

//\N

N
N

A
e

o

Ck

)
Actual Endpoint Non-Toxic Toxic Non-Toxic
Predicted Endpoint Non-Toxic Non-Toxic Non-Toxic
Distance 0.760 0.821 0.850

Reference

Kiso to Rinsho 17:1000-
1004; 1983

Chemotherapy 28:1119-
1141; 1980

Chemotherapy 28:268-
291, 1980

Model Prediction

Prediction: Toxic

Probability: 0.882

Enrichment; 1.68

Bayesian Score: 9.61

Mahalanobis Distance: 11.3
Mahalanobis Distance p-value: 0.000349

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 or appearing too infrequently

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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7a TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
Structural Similar Compounds
Name ANTHRAQUINONE; 1-((2- |ANTHRAQUINONE; 1- METHANE;TRIS(4-
HYDROXYETHYL)AMINO) | AMINO-4-HYDROXY-2- AMINOPHENYL)-
HN o -4-(METHYLAMINO)- PHENOXY-
\f Structure
HN \NH NH,
N~ O
J
e O O
N—N H,N NH,
C19H25N7O
Molecular Weight: 367.44809 Actual Endpoint Mild Mild Moderate_Severe
ALogP: 3.681 Predicted Endpoint Mild Mild Moderate_Severe
Rofat al.:)l e Bonds: 5 Distance 0.695 0.733 0.733
' Reference 28ZPAK 245,72 28ZPAK 239,72 28ZPAK-;73;72

Acceptors: 5
Donors: 3

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
in the training set.

Model Prediction
Prediction: Mild

Probability: 0.785 5
Enrichment; 1.14 3.
Bayesian Score: -1.52 4
Mahalanobis Distance: 10.2

Mahalanobis Distance p-value: 0.0511

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

1.  All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]C:[*D:[*]
Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]
Unknown FCFP_2 feature: -885461129: [*INNC(=[*])[*]

Feature Contribution
Top features for positive contribution

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

a normal distribution and is different from the prediction using a

cutoff. , , o FCFP_10 796673622 0.317 4 out of 4
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 N\FO

score. A

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

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.

[IC(=[INC1CCrICCt
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7b TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

Structural Similar Compounds
Name ANTHRAQUINONE; 1-((2- |METHANE;TRIS(4- ANTHRAQUINONE; 1-
HYDROXYETHYL)AMINO) | AMINOPHENYL)- AMINO-4-HYDROXY-2-
HN o -4-(METHYLAMINO)- PHENOXY-
\f Structure
HN
“NH NH,
A O
;
— oRe
N—N H,N NH,
CugigMN,O Actual Endpoint Mild Moderate_Severe Mild
Molecular Weight: 361.40046 2 Nopom _ = _
ALogP: 3.399 Predlcted Endpoint Mild Moderate_Severe Mild
Rotatable Bonds: 5 Distance 0.653 0.709 0.719
Reference 28ZPAK 245;72 28ZPAK-;73;72 28ZPAK 239;72

Acceptors: 5
Donors: 3

Model Applicability

i~ti Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.

Prediction: Mild . i

g 1.  All properties and OPS components are within expected ranges.
Propab|llty. 0.643 2. Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]G:[*D:[*]
Enrichment: 0.933 3. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*]):[*]
Bayesian Score: -4.44 4.  Unknown FCFP_2 feature: -885461129: [*]NNC(=[*])[*]
Mahalanobis Distance: 6.86

Mahalanobis Distance p-value: 0.999 Feature Contribution

Prediction: Positive if the Bayesian score is above the estimated o ; .

best (t;utoff \t/alue from minimizing the false positive and false Top features for positive co ntribution

negative rate. - - - -

Probability: The esimated probability that the sample is in the Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
positive category. This assumes that the Bayesian score follows n training set
a normal distribution and is different from the prediction using a

cutoff. . , o FCFP_10 1539162406 0.294 3 out of 3
Enrichment: An estimate of enrichment, that is, the increased - Q

likelihood (versus random) of this sample being in the category.

Bayesian Score: The standard Laplacian-modified Bayesian HN*O

score. N

Mahalanobis Distance: The Mahalanobis distance (MD) is the H R

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

less trustworthy the prediction. ~ X

Mahalanobis Distance p-value: The p-value gives the fraction of [*IClc] 'n',\f*’]"[*]'n'

training data with an MD greater than or equal to the one for the ot

given sample, assuming normally distributed data. The smaller 1:[]

the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.




FCFP_10

-402549409

Q

N\PO

HN.
N

0
J‘«N_N

['INC(=O)N[c](:[cH].L
“DileHl]

0.186

1 out of 1

FCFP_10

9

N-N

["IN["]

0.165

383 out of 491

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set

FCFP_10

1427049

N0

H ﬂN

~
CIClCID:n:nCl]

)]

-1.29

0 out of 4

FCFP_10

1294344583

>

N O

HY
N
w N
NZ
N

et

N-N

[INN[C] ][]

-0.507

0 out of 1

FCFP_10

-332197802

Q

N,

H\rO
N.
H N

o0
o~

N-

WICIERERECLE

[*D:n:1:n:[¥]

-0.507

0 out of 1




8a TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
ﬁ Structural Similar Compounds
HN . _s Name ANTHRAQUINONE; 1-((2- |METHANE;TRIS(4- 2-
= HYDROXYETHYL)AMINO) [AMINOPHENYL)- NAPHTHALENESULFONI
-4-(METHYLAMINO)- C ACID; 4-HYDROXY-7-
HN (METHYLAMINO)-
\NH
Structure
NH,
e OH
| @
“ 9@
\/\< / °>:‘ NH
N—N " on |
H,N NH,
C15H19N7S )
Molecular Weight: 329.42325 Actual Endpoint Mild Moderate_Severe Mild
ALogP: 3.388 Predicted Endpoint Mild Moderate_Severe Mild
Rotatable Bonds: 7 Distance 0.673 0.737 0.747

Acceptors: 5
Donors: 3

Reference

28ZPAK 245;72

28ZPAK-;73;72

28ZPAK 190;72

Model Prediction
Prediction: Mild

Probability: 0.734
Enrichment; 1.07

Bayesian Score: -2.85
Mahalanobis Distance: 7.55

Mahalanobis Distance p-value: 0.981

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 or appearing too infrequently
in the training set.

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

2. Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]G:[*D:[*]

3. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]
4 Unknown FCFP_2 feature: -885461129: [*INNC(=*])[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
FCFP_10 -1939253119 N 0.332 5 out of 5
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8b TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

Structural Similar Compounds
Name 4;4'-DIAMINO-1;1'- ANTHRAQUINONE; 1- ANTHRAQUINONE; 1-((2-
DIANTHRIMIDE AMINO-4-HYDROXY-2- HYDROXYETHYL)AMINO)-
HN . s PHENOXY- 4-(METHYLAMINO)-
\f Structure o NH, OH
HN
CLO N
HN
" ° @
IL Oy N
2 H
\/\< / O No
N—N
CaofsM,S Actual Endpoint Mild Mild Mild
Molecular Weight: 383.51369 2 Nopom _ : !
ALogP: 4.898 Predlcted Endpoint Mild Mild Mild
Rotatable Bonds: 7 Distance 0.764 0.800 0.828
Reference 28ZPAK-;125;72 28ZPAK 239;72 28ZPAK 245,72

Acceptors: 5
Donors: 3

Model Applicability

i~ti Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.

Prediction: Mild . i

g 1.  All properties and OPS components are within expected ranges.
Propab|llty. 0.79 2. Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]G:[*D:[*]
Enrichment: 1.15 3. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*]):[*]
Bayesian Score: -1.36 4 Unknown FCFP_2 feature: -885461129: [*INNC(=[*])[*]
Mahalanobis Distance: 10.2

Mahalanobis Distance p-value: 0.0543 Feature Contribution

Prediction: Positive if the Bayesian score is above the estimated o ; .

best cutoff value from minimizing the false positive and false Top features for positive co ntribution

negative rate. - - - -

Probability: The esimated probability that the sample is in the Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
positive category. This assumes that the Bayesian score follows n training set
a normal distribution and is different from the prediction using a

cutoff. , , o FCFP_10 796673622 0.317 4 out of 4
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 E\rs

score. I

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

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

less trustworthy the prediction. A

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

training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller FICFINGICCIICC
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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9a TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

cl Structural Similar Compounds
Name 1-BENZOYLAMINO-4- ANTHRAQUINONE; 1;1'-  |BENZILIC ACID; 4;4'-
METHOXY-5- IMINODI- DICHLORO-; ISOPROPYL
CHLORANTHRAQUINONE ESTER
N Struct
N ructure
Cl
N O OH
| N
N O
o~ v B
N—N
C1oH17CINg - - -
Molecular Weight: 364.83147 Actur?\I Endpoint - M?Id M!Id Moderate_Severe
ALogP: 4.967 Predlcted Endpoint Mild Mild Moderate_Severe
Rotatable Bonds: 5 Distance 0.601 0.616 0.637
Reference 28ZPAK-;90;72 28ZPAK-;125;72 CIGET* -;-;77

Acceptors: 5
Donors: 1

Model Applicability

i~ti Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.

Prediction: Mild . i
1.  All properties and OPS components are within expected ranges.

Propab|llty: 0.802 2 Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]C:[*D:[*]
Enrichment: 1.16 3. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*]):[*]
Bayesian Score: -0.913 4. Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]
Mahalanobis Distance: 7.84 5 Unknown FCFP_2 feature: 581019816: [*]N\N=C\[*]

Mahalanobis Distance p-value: 0.951
Prediction: Positive if the Bayesian score is above the estimated Feature CO ntri b Ut| on

best cutoff value from minimizing the false positive and false

negative rate. anf . .
Prgbability: The 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 Feature Structure  Score Moderate_Severe

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

likelihood (versus random) of this sample being in the category. FCFP_10 149636017 cl : 0.352 7 out of 7

Bayesian Score: The standard Laplacian-modified Bayesian
score.

Mahalanobis Distance: The Mahalanobis distance (MD) is the Nen
distance to the center of the training data. The larger the MD, the p

less trustworthy the prediction. m
Mahalanobis Distance p-value: The p-value gives the fraction of Wat
training data with an MD greater than or equal to the one for the N-N
given sample, assuming normally distributed data. The smaller [1=Cl[c]1:[cH]:[cH]:
the p-value, the less trustworthy the prediciton. For highly non- cl(Cl):[cH:[cH]: 1
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.
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9b

TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

N—N

C19H17FN6

Molecular Weight: 348.37688
ALogP: 4.508

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name 1-BENZOYLAMINO-4- BENZILIC ACID; 4;4'- ANTHRAQUINONE; 1;1'-
METHOXY-5- DICHLORO-; ISOPROPYL |IMINODI-
CHLORANTHRAQUINONE |ESTER

Structure

Actual Endpoint Mild Moderate_Severe Mild

Predicted Endpoint Mild Moderate_Severe Mild

Distance 0.595 0.634 0.653
Reference 28ZPAK-;90;72 CIGET* -;-;77 28ZPAK-;125;72

Model Prediction
Prediction: Mild
Probability: 0.802
Enrichment; 1.16
Bayesian Score: -0.913
Mahalanobis Distance: 7.8

Mahalanobis Distance p-value: 0.957

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 or appearing too infrequently

in the training set.

1.

2
3.
4,
5

All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]C:[*D:[*]

Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]

Unknown FCFP_2 feature: 1294285001: [*]=NNI[c](:[*]):[*]

Unknown FCFP_2 feature: 581019816: [*]N\N=C\[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
FCFP_10 -149636017 . 0.352 7 out of 7
IN~l .
9
N=N

[*]=Clc]1:[cH]:[cH] ]
cl(Cl):[cH:[cH]: 1
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9c TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
HO Structural Similar Compounds
Name ANTHRAQUINONE; 1- s-TRIAZINE; 2;4- s-TRIAZINE; 2-(tert-
AMINO-4-HYDROXY-2- BIS(ISOPROPYLAMINOO- |BUTYLAMINO)-4-
PHENOXY- 6-(METHYLTHIO)- (ETHYLAMINO)-6-
N (METHYLTHIO)-
N
NH Structure )\ >k
N NH NH
| "~ ° /3\ /3\
N O NENY N~ZOIN
\/\< / D o wﬁ\ J\m NJL\ /}Lm
N—N . HN SN | | SN NH
CyoHigNO O k
Molecular Weight: 346.38582 Actual Endpoint Mild Mild Moderate_Severe
ALogP: 4.061 Predicted Endpoint Mild Mild Moderate_Severe
Rotatable Bonds: 5 Distance 0.615 0.691 0.696
Acceptors: 6 Reference 28ZPAK 239;72 CIGET* -;-;77 CIGET* -;-;77

Donors: 2

Model Prediction
Prediction: Mild

Probability: 0.811
Enrichment; 1.18

Bayesian Score: -0.525
Mahalanobis Distance: 8.13

Mahalanobis Distance p-value: 0.893

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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: -1151884458: [*]N[c](:n:[*]):[c]C:[*D:[*]

Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*]):[*]

2

3.

4.  Unknown FCFP_2 feature: 1294285001: [*]=NNI[c](:[*]):[*]
5 Unknown FCFP_2 feature: 581019816: [*]N\N=C\[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
FCFP_10 11066794953 0.378 13 out of 13
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9d

TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

ON

C19H17N702

Molecular Weight: 375.38397
ALogP: 4.197

Rotatable Bonds: 6
Acceptors: 7

Donors: 1

Structural Similar Compounds

Name COLCHICINE 1;4-PENTADIENE-3- ANTHRAQUINONE; 1;1'-
ONE;1;5-BIS(4-(2;3- IMINODI-
DIDEHYDROTRIAZIRIDIN
YL)PHENYL)-

Structure

N
/N

N—N I

Actual Endpoint Moderate_Severe Mild Mild

Predicted Endpoint Moderate_Severe Mild Mild

Distance 0.709 0.741 0.766
Reference AJOPAA 31;837;48 28ZPAK-;123;72 287ZPAK-;125;72

Model Prediction
Prediction: Mild

Probability: 0.772
Enrichment; 1.12

Bayesian Score: -1.94
Mahalanobis Distance: 7.74

Mahalanobis Distance p-value: 0.965

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 or appearing too infrequently
in the training set.

©CoNoOA~LOWNE

All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: -1151884458: [*]N[c](:n:[*]):[c]C:[*D:[*]
Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*]):[*]
Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]

Unknown FCFP_2 feature: 581019816: [*]N\N=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-]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set
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14a TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

Structural Similar Compounds

N Name 4,4'-DIAMINO-1;1'- COLCHICINE 2, 7-NAPHTHALENE
N DIANTHRIMIDE DISULFONIC ACID;4-
>\/N\ N AMINO-5-HYDROXY-; P-
N N TOLUENE SULFONATE

s -/ (ESTER)
H /</ Structure 0w,

HOOC 2
o7l
OH
C22H19N703S
Molecular Weight: 461.49635
ALogP: 3.42 Actual Endpoint Mild Moderate_Severe Moderate_Severe
Rotatable Bonds: 7 Predicted Endpoint Mild Moderate_Severe Moderate_Severe
Acceptors: 8 Distance 0.753 0.829 0.852
Donors: 2 Reference 28ZPAK-;125;72 AJOPAA 31;837;48 28ZPAK-;194;72
Model Prediction Model Applicability
Prediction: Mild Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
. in the training set.

Probability: 0.715
Enrichment: 1.04 1.  All properties and OPS components are within expected ranges.

Bayesian Score: -3.24 2. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]G:*D:I*]

Mahalanobis Distance: 12.2 - -
Mahalanobis Distance p-value: 2.02e-005 Feature Contribution

Prediction: Positive if the Bayesian score is above the estimated iti i 1
best cutoff value from minimizing the false positive and false TOp features for pOSItIVE contribution

negative rate. » . Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
Probability: The esimated probability that the sample is in the n training set
positive category. This assumes that the Bayesian score follows 9

a normal distribution and is different from the prediction using a FCFP 10 | 548632217 0.319 54 out of 59
cutoff. — ’

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

Mahalanobis Distance: The Mahalanobis distance (MD) is the Mo f‘
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 COOH
training data with an MD greater than or equal to the one for the [*IC(=[*])O
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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14b TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

Structural Similar Compounds

/N\ Name COLCHICINE 1;8;9- 1;4-PENTADIENE-3-
N ANTHRACENETRIOL; ONE;1;5-BIS(4-(2;3-
>\/N\N N TRIACETATE DIDEHYDROTRIAZIRIDINY
. N L)PHENYL)-
HI N Structure "
. DL~ | "o
(T L -
O o Yo N
ON 0
/L\ /N\
C,1H1gNgO5S o 2
Molecular Weight: 462.48441 Actual Endpoint Moderate_Severe Moderate_Severe Mild
ALogP: 3.685 Predicted Endpoint Moderate_Severe Moderate_Severe Mild
Rotatable Bonds: 7 Distance 0.780 0.872 0.881
Acceptors: 8 Reference AJOPAA 31;837;48 BJOPAL 53;819;69 287ZPAK-;123;72

Donors: 1

Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Prediction: Mild in the training set.

Probability: 0.726 1.  All properties and OPS components are within expected ranges.
Enrichment; 1.05 2. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]
Bayesian Score: -3.03 3. Unknown FCFP_2 feature: -828984032: [*][N+](=[*])[c]C:[cH]:[*]):[cH]:[*]
Mahalanobis Distance: 8.28 4.  Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[N+](=O)[O-]
Mahalanobis Distance p-value: 0.85 5.  Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]
< - p-vaiue: L. , 6.  Unknown FCFP_2 feature: 260476081 [*][N+](=[*])[O-]
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 Feature Contribution
positive category. This assumes that the Bayesian score follows
a nofrfmal distribution and is different from the prediction using a Top features for positive contribution
cutoff.
Enrichment: An estimate of enrichment, that is, the increased Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
likelihood (versus random) of this sample being in the category. n training set
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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14c TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
Structural Similar Compounds
/N\ Name 2;2'-Stilbenedisulfonic 2;7-NAPHTHALENE 4;4'-DIAMINO-1;1'-
N acid; 4;4'-dinitro- DISULFONIC ACID;4- DIANTHRIMIDE
>\/N\N N AMINO-5-HYDROXY-;P-
/N TOLUENE SULFONATE
s SN (ESTER)
n/( Structure oc o o W,
o N
HO\\O\//O
L OO0
o~ Yo O o\\\(\) o HN
O\\(\)H O O/ 0, O
o8 ae os s, T
b ’ 0
C,1H20Ng05S, PN O
Molecular Weight: 496.56529 o
ALogP: 2.496 Actual Endpoint Mild Moderate_Severe Mild
Rotatable Bonds: 7 Predicted Endpoint Mild Moderate_Severe Mild
Acceptors: 8 Distance 0.783 0.787 0.803

Donors: 2

Model Prediction
Prediction: Mild

Probability: 0.659
Enrichment: 0.956
Bayesian Score: -4.2
Mahalanobis Distance: 8.56

Mahalanobis Distance p-value: 0.737

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

Reference

Prehled Prumyslove
Toxikologie; Organicke
Latky; Marhold; J. pp
1062;86

28ZPAK-;194;72

28ZPAK-;125;72

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

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

2. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]

Feature Contribution

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

cutoff. Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
Enrichment: An estimate of enrichment, that is, the increased n training set
likelihood (versus random) of this sample being in the category.

Bayesian Score: The standard Laplacian-modified Bayesian FCFP_10 1539162406 0.294 3 out of 3

score. N /(’\r?

Mahalanobis Distance: The Mahalanobis distance (MD) is the NeN A

distance to the center of the training data. The larger the MD, the s -NN
less trustworthy the prediction. N,f f
Mahalanobis Distance p-value: The p-value gives the fraction of 0
training data with an MD greater than or equal to the one for the Q

given sample, assuming normally distributed data. The smaller
the p-value, the less trustworthy the prediciton. For highly non- [‘%’]‘8&;]1 n:[*1:[*]:n:
normal X properties (e.qg., fingerprints), the MD p-value is wildly 1
inaccurate. :




FCFP_10

1070061035

SO ,NH,
CISEFDEFDN

0.239

84 out of 338
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mthig;@an

1(:[cH]:[cH]:1)S(=0)
(=O)N

0.186

1 out of 1

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set

FCFP_10

1427049

.
n:n(:[*]

IRICLD)n:
)

-1.29

0 out of 4

FCFP_10
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]

PRA: L[l
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0 out of 1
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N E
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-0.507

0 out of 1




15 TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe
o N Structural Similar Compounds
—N
\\ Name 2,5-DICHLORO-4(3'- Benzenesulfonic acid; Benzenesulfonic acid; 2-
//\ / \ METHYL-5' PYRAZOLON- |3;5-bis(methoxycarbonyl)- |anilino-5-nitro-
S 1'-YL)BENZENE ; sodium salt
H,N N SULFONIC ACID
‘ Structure | 0. o
\\N‘/
N o\\\? F O 0
HO ™
/ 7 o
J\( O I O O ‘
—N N 0% 0
N al L — 0>: 0 NH
= !
C,sH sN,OS ' ~
Molecular Weight: 341.39089 Actual Endpoint Mild Moderate_Severe Moderate_Severe
ALogP: 2.008 Predicted Endpoint Mild Mild Mild
Rotatable Bonds: 5 Distance 0.607 0.662 0.678
Acceptors: 6 Reference 287ZPAK-;186;72 Prehled Prumyslove Prehled Prumyslove

Donors: 1

Model Prediction
Prediction: Mild

Probability: 0.777
Enrichment; 1.13

Bayesian Score: -1.78
Mahalanobis Distance: 7.91

Mahalanobis Distance p-value: 0.941

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.

Toxikologie; Organicke
Latky; Marhold; J. -
;1059;86

Toxikologie; Organicke
Latky; Marhold; J. -
;1061;86

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Moderate_Severe
n training set
FCFP_10 11539162406 o — 0.294 3 out of 3
N
szf\s’« ;
1
g
N—N
[*IC[c]1:n:[*]:[*]:n:
1:11
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84 out of 338
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N—N
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383 out of 491

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set

FCFP_10

1427049

)]

-1.29

0 out of 4

FCFP_10

-332197802

eIt LelC:
[*D:n:1n:[¥]

-0.507

0 out of 1

FCFP_10
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N—N
(el el 1:[eH
J:[cH]:[cH]:[*]:[c]:
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\
1

-0.316

19 out of 40




Doxorubicin

TOPKAT _Ocular_Irritancy_Mild_vs_Moderate Severe

NH
HO
0 9 OH 0 o™
HO [
OH I
OH o)
C27H29Noll

Molecular Weight: 543.51925
ALogP: -4.4e-002

Rotatable Bonds: 5
Acceptors: 12

Donors: 6

Structural Similar Compounds

Name Methanol; (s-triazine- 2-Naphthalenesulfonic 1;3;6-NAPHTHALENE
2;4;6-triyltrinitrilo)hexa- acid; 5;6'-iminobis(1- TRISULFONIC ACID;7-
hydroxy- AMINO-
Structure o %0 o ol
OH OH El oLl |_o

J

N

2

N~

o N OH
Ho/\N)i\N/J\JN)

N
-

HO HO o 011 ToH
o o

Actual Endpoint Moderate_Severe Mild Mild

Predicted Endpoint Moderate_Severe Mild Mild

Distance 0.947 0.991 1.168

Reference Prehled Prumyslove Prehled Prumyslove 28ZPAK-;190;72

Toxikologie; Organicke
Latky; Marhold; J. -;876;86

Toxikologie; Organicke
Latky; Marhold; J. pp
1065;86

Model Prediction
Prediction: Mild

Probability: 0.00731
Enrichment; 0.0106
Bayesian Score: -15
Mahalanobis Distance: 16.1

Mahalanobis Distance p-value: 1.56e-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 or appearing too infrequently

in the training set.

1. OPS PC18 out of range. Value: -4.3032. Training min, max, SD, explained variance: -4.1566,

3.8733, 1.069, 0.0139.

2. OPS PC20 out of range. Value: -3.1531. Training min, max, SD, explained variance: -3.1297,

4.2414, 1.03, 0.0129.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set




FCFP_10

-1601875224

e R0
YN el(C
(=FDFI) (10

0.352

7 out of 7

FCFP_10

-1272709286

0.285

34 out of 266

FCFP_10

1070061035

FISEMDEFDN

0.239

84 out of 338

Top Featur

es for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set

FCFP_10

079221427

BIGLER

[cl2C(=["DIc]3:[c](

[D:ITLeHL[eHIT

c]:3C(=0)[c]:2:[c]:1
o

-1.6

0 out of 6

FCFP_10
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el e oo
JEICIITI)TD):
[CICPNAICT AT

]

1.5

7 out of 53
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7 out of 53




7a TOPKAT _Ocular_Irritancy _None_vs_Irritant
Structural Similar Compounds
Name Disperse Black 9 ANTHRAQUINONE; 1-((2- |METHANE;TRIS(4-
HYDROXYETHYL)AMINO) |AMINOPHENYL)-
N o -4-(METHYLAMINO)-
\f Structure OH
HN ~ ) NH,
: C
N - HO/\/N O
IL N*N O% N
H
e = SRe
N—N O H,N NH,,
CyoH2sN,O
Molecular Weight: 367.44809 Actual Endpoint Non-Irritant Irritant Irritant
ALogP: 3.681 Predicted Endpoint Non-Irritant Irritant Irritant
' Distance 0.668 0.673 0.720

Rotatable Bonds: 5
Acceptors: 5
Donors: 3

Reference

5(3):205;1986

J. Am. Coll. Toxicol.

28ZPAK 245;72

28ZPAK-;73;72

Model Prediction
Prediction: Irritant
Probability: 1

Enrichment; 1.18
Bayesian Score: 1.39
Mahalanobis Distance: 9.4

Mahalanobis Distance p-value: 0.302

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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: -1151884458: [*]N[c](:n:[*]):[c]C:[*D:[*]

2.
3. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]
4

Unknown FCFP_2 feature: -885461129: [*INNC(=*])[*]

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

Q

N O
g
aN
o

¢

N-N

WELY




FCFP_12

-885550502

H

N,
yN

puee

N=N

FIC(DNC(=DI']
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64 out of 66

FCFP_12

1427049

N
(el
)]

0.167

4 out of 4

Top Featur
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ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Set

FCFP_12
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N=N

[*JC1[*]CCCCA

-0.133

07 out of 293

FCFP_12

-1525101452
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R

N-N

[*]C1CCCCCA

-0.127

108 out of 152

FCFP_12

N-N

['=0

872 out of 1051

Irritant in training




7b

TOPKAT _Ocular_Irritancy _None_vs_Irritant

T
:

o
HN \NH
N~
J
S
N—N
C19H19N7O
Molecular Weight: 361.40046
ALogP: 3.399

Rotatable Bonds: 5
Acceptors: 5
Donors: 3

Structural Similar Compounds

Name ANTHRAQUINONE; 1-((2- |Disperse Black 9 METHANE; TRIS(4-
HYDROXYETHYL)AMINO) AMINOPHENYL)-
-4-(METHYLAMINO)-

Structure

OH

N*N

': “NH,

NH

2

H,N i i NH

2

2

Actual Endpoint Irritant Non-Irritant Irritant
Predicted Endpoint Irritant Non-Irritant Irritant
Distance 0.636 0.639 0.699
Reference 28ZPAK 245;72 J. Am. Coll. Toxicol. 28ZPAK-;73;72

5(3):205;1986

Model Prediction
Prediction: Irritant
Probability: 1

Enrichment; 1.18

Bayesian Score: 1.51
Mahalanobis Distance: 6.14

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.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: -1151884458: [*]N[c](:n:[*]):[c]C:[*D:[*]

2.
3. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]
4

Unknown FCFP_2 feature: -885461129: [*INNC(=*])[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
S et

FCFP_12 17

0.189

18 out of 49

Bayesian Score: The standard Laplacian-modified Bayesian Q
score. NYO
Mahalanobis Distance: The Mahalanobis distance (MD) is the H N
distance to the center of the training data. The larger the MD, the HN
less trustworthy the prediction. Z
Mahalanobis Distance p-value: The p-value gives the fraction of N
training data with an MD greater than or equal to the one for the e W
given sample, assuming normally distributed data. The smaller N-N
the p-value, the less trustworthy the prediciton. For highly non- [*l:n:l?]
normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate.
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04 out of 121
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1184 out of 1397




8a

TOPKAT _Ocular_Irritancy _None_vs_Irritant

HN 43
HN
SNH
N
|
N
anS
N—N
C15H19N7S
Molecular Weight: 329.42325
ALogP: 3.388

Rotatable Bonds: 7
Acceptors: 5
Donors: 3

Structural Similar Compounds

Name Disperse Black 9 ANTHRAQUINONE; 1-((2- |2-
HYDROXYETHYL)AMINO) |NAPHTHALENESULFONI
-4-(METHYLAMINO)- C ACID; 4-HYDROXY-7-
(METHYLAMINO)-
Structure OH

OH

g

P NH
O No o |
Actual Endpoint Non-Irritant Irritant Irritant
Predicted Endpoint Non-Irritant Irritant Irritant
Distance 0.616 0.656 0.724

Reference

J. Am. Coll. Toxicol.
5(3):205;1986

28ZPAK 245;72

28ZPAK 190;72

Model Prediction
Prediction: Irritant
Probability: 1

Enrichment; 1.18

Bayesian Score: 1.45
Mahalanobis Distance: 6.86

Mahalanobis Distance p-value: 0.999

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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]C:[*D:[*]

2.
3. Unknown FCFP_2 feature: -1564473960: [*:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]
4,

Unknown FCFP_2 feature: -885461129: [FINNC(=[*])[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 N 0.189 18 out of 49
S
NS
HN
/H
puee

N—N

[(l:n:l]




FCFP_12
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\ S
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\/*ﬁiilij
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0.18

64 out of 66

FCFP_12

1939253119

[FIC(=["DNCC

0.175

5 out of 5

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
S et

FCFP_12

11272798659

517 out of 643

FCFP_12

307419094

oo

N-N
["ILelCLD) el leH
LDl

13 out of 52

FCFP_12

872 out of 1051




8b

TOPKAT _Ocular_Irritancy _None_vs_Irritant

T
:

S
HN ~
N~
J
S
N—N
C19H25N7S
Molecular Weight: 383.51369
ALogP: 4.898

Rotatable Bonds: 7
Acceptors: 5
Donors: 3

Structural Similar Compounds

Name 4;4'-DIAMINO-1;1'- Disperse Black 9 BENZANILIDE;2";2"'-
DIANTHRIMIDE DITHIOBIS-
Structure o W

Actual Endpoint Irritant Non-Irritant Non-Irritant
Predicted Endpoint Irritant Non-Irritant Non-Irritant
Distance 0.747 0.748 0.774

Reference

28ZPAK-;125;72

J. Am. Coll. Toxicol.
5(3):205;1986

28ZPAK-;173;72

Model Prediction
Prediction: Irritant
Probability: 1

Enrichment; 1.18

Bayesian Score: 1.32
Mahalanobis Distance: 9.32

Mahalanobis Distance p-value: 0.342

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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]C:[*D:[*]

2.
3. Unknown FCFP_2 feature: -1564473960: [*:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]
4

Unknown FCFP_2 feature: -885461129: [FINNC(=[*])[*]

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
o
N
R
N-N

[ln:l]
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64 out of 66
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Feature Structure

Score

Set

FCFP_12

1175638033

Q
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e

N=N

[*JC1[*]CCCCA

-0.133

07 out of 293

FCFP_12

-1525101452
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N-N
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-0.127

108 out of 152

FCFP_12

N-N

['=0

872 out of 1051

Irritant in training




9a TOPKAT _Ocular_Irritancy _None_vs_Irritant

cl Structural Similar Compounds
Name 1-BENZOYLAMINO-4- ANTHRAQUINONE; 1;1'- |BENZILIC ACID; 4;4'-
METHOXY-5- IMINODI- DICHLORO-; ISOPROPYL
CHLORANTHRAQUINONE ESTER
N Struct
N ructure
N /
|
N
anS
N—N
CyoH17CINg - - - -
Molecular Weight: 364.83147 Actur?\I Endpoint - Irr?tant Irrftant Irr?tant
ALogP: 4.967 Predlcted Endpoint Irritant Irritant Irritant
Rotatable Bonds: 5 Distance 0.593 0.607 0.633
Reference 28ZPAK-;90;72 28ZPAK-;125;72 CIGET* -;-;77

Acceptors: 5
Donors: 1

Model Applicability

i~ti Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.

Prediction: Irritant . -
1.  All properties and OPS components are within expected ranges.

Propab|llty: 1 2 Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]C:[*D:[*]
Enrichment: 1.18 3. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*]):[*]
Bayesian Score: 1.81 4. Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]
Mahalanobis Distance: 6.68 5 Unknown FCFP_2 feature: 581019816: [*]N\N=C\[*]

Mahalanobis Distance p-value: 1
Prediction: Positive if the Bayesian score is above the estimated Feature CO ntri b Ut| on

best cutoff value from minimizing the false positive and false

negative rate. 2eE : 3
Probability: The esimated probability that the sample is in the TOp features fOI’ pOSItIVE ContrlbUtlon
ositive category. This assumes that the Bayesian score follows ; ; ; ; ; ; S
gnormal dist%ba’tion and is different from theyprediction using a Fingerprint Bit/Smiles Feature Structure |[Score Irrlttant in training
cutoff. Se
Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category. FCFP_12 -1508180856 cl 0.2 17 out of 17
Bayesian Score: The standard Laplacian-modified Bayesian ©\‘
score. 1
Mahalanobis Distance: The Mahalanobis distance (MD) is the Ny
distance to the center of the training data. The larger the MD, the p
less trustworthy the prediction. R
Mahalanobis Distance p-value: The p-value gives the fraction of W S
training data with an MD greater than or equal to the one for the N-N
given sample, assuming normally distributed data. The smaller [*l[c]1:[cHI:[cH]:[c]
the p-value, the less trustworthy the prediciton. For highly non- (CI):[cHE:[cH]: 1
normal X properties (e.qg., fingerprints), the MD p-value is wildly ’ ' ’

inaccurate.




FCFP_12

X1

N—N

[*]:n:l]

0.189

18 out of 49

FCFP_12

-149636017

RSN

Ny

N
0
1
N=N

[*]=Clc]1:[cH]:[cH]:[
c](Cl):[cH]:[cH]:1

0.184

7 out of 7

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Set

FCFP_12

136597326

612 out of 753

FCFP_12

203677720

e

NN
["1=ClelCleHIT:
cHI:[']

319 out of 382

FCFP_12

-1272798659

X

N—N

[*jcce

517 out of 643

Irritant in training




9b

TOPKAT _Ocular_Irritancy _None_vs_Irritant

N—N

C19H17FN6

Molecular Weight: 348.37688
ALogP: 4.508

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name 1-BENZOYLAMINO-4- BENZILIC ACID; 4;4'- ANTHRAQUINONE; 1;1'-
METHOXY-5- DICHLORO-; ISOPROPYL |IMINODI-
CHLORANTHRAQUINONE |ESTER

Structure

Actual Endpoint Irritant Irritant Irritant
Predicted Endpoint Irritant Irritant Irritant
Distance 0.590 0.631 0.641
Reference 28ZPAK-;90;72 CIGET* -;-;77 28ZPAK-;125;72

Model Prediction
Prediction: Irritant
Probability: 1

Enrichment; 1.18
Bayesian Score: 2.2
Mahalanobis Distance: 6.6

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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: -1151884458: [*IN[c](:n:[*]):[c]C:[*D:[*]

Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]

2

3.

4.  Unknown FCFP_2 feature: 1294285001: [*]=NNI[c]:[*]):[*]
5 Unknown FCFP_2 feature: 581019816: [*]N\N=C\[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 -1508180856 0.2 17 out of 17

Q,

[*I[c]1:[cH]:[cH]:[c]
(Cl):[cH]:[cH]:1

Ny

N-N




FCFP_12

17

F.
1
N\N

d
1

X1

N—N

[*]:n:[]

0.189

18 out of 49

FCFP_12

-149636017

LN

Ny

Puee

N-N
[*]=Clc]1:[cH]:[cH]:[
c](Cl):[cH]:[cH]:1

0.184

7 out of 7

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Set

FCFP_12

-453677277

Q,

Ny

e

N-N
(el [*]:[eH]:[el(
C=[*]):[cH]:[cH]:1

64 out of 323

FCFP_12

991735244

FQM
N
0

[*1:[e]1:[*]:[cH):[cH
J:[cH]:[cH]:1

237 out of 291

FCFP_12

136597326

612 out of 753

Irritant in training




9c TOPKAT _Ocular_Irritancy _None_vs_Irritant

HO Structural Similar Compounds
Name ANTHRAQUINONE; 1- 2;2';-Dihydroxy-4;4'- s-TRIAZINE; 2;4-
AMINO-4-HYDROXY-2- dimethoxybenzophenone |BIS(ISOPROPYLAMINOO-
PHENOXY- 6-(METHYLTHIO)-

N Structure
SNH O /R
N

H
OH o
N/ o o X
L O 0
|
\ 2
No HN N

C1oH35NeO Actual Endpoint Irritant Non-Irritant Irritant
Molecular Weight: 346.38582 2 endpom : : :
ALogP: 4.061 Predlcted Endpoint Irritant Non-Irritant Irritant
Rotatable Bonds: 5 Distance 0.607 0.655 0.679

. Reference 28ZPAK 239;72 J. Am. Coll. Toxicol. CIGET* -;-;77
Acceptors: 6 2(5):35;1983

Donors: 2

Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Prediction: Irritant in the training set.

Probability: 1 1.  All properties and OPS components are within expected ranges.
Enrichment; 1.18 2 Unknown FCFP_2 feature: -1151884458: [*]N[c](:n:[*]):[c]C:[*D:[*]
Bayesian Score: 1.27 3. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]
Mahalanobis Distance: 6.78 4.  Unknown FCFP_2 feature: 1294285001: [*]=NNI[c](:[*]):[*]
Mahalanobis Distance p-value: 0.999 5 Unknown FCFP_2 feature: 581019816: [*]N\N=C\[*]

Prediction: Positive if the Bayesian score is above the estimated
best cutoff value from minimizing the false positive and false i 1

neqative rate. Feature Contribution
Probability: The esimated probability that the sample is in the e . .
positive category. This assumes that the Bayesian score follows Top features for positive contribution

a normal distribution and s different from the prediction using a Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Enrichment: An estimate of enrichment, that is, the increased Set
likelihood (versus random) of this sample being in the category.

Bayesian Score: The standard Laplacian-modified Bayesian FCFP_12 17 HOO\‘ 0.189 48 out of 49
)

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

Mahalanobis Distance p-value: The p-value gives the fraction of NG
training data with an MD greater than or equal to the one for the N

given sample, assuming normally distributed data. The smaller et

the p-value, the less trustworthy the prediciton. For highly non- N—N
normal X properties (e.qg., fingerprints), the MD p-value is wildly . .
inaccurate. ["l:n:[]

N




FCFP_12

1427049

o

A

2
NN
CUe]CED:nin]
)

0.167

4 out of 4

FCFP_12

-1539162406

0L

Ny

oS

NN
[*1IClel:n:[*:[*]:n:
1:1]

0.156

3 out of 3

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
S et

FCFP_12

-1066794953

0L

Ay

Puee

NN
[*1[c]1:[cH]:[cH]:[c]
(O):[cH]:[cH]:1

-0.0509

13 out of 17

FCFP_12

-158888774

QL

Ny

R

NN
Ol[c]1:[cH]:[cHI:[*]:[
cHI]:[cH]:1

25 out of 30

FCFP_12

-453677277

0L

NN

ues

N-N
(eI [el(
C=[*1):[cH]:[cH]:1

264 out of 323




9d

TOPKAT _Ocular_Irritancy

ON

C19H17N702

Molecular Weight: 375.38397
ALogP: 4.197

Rotatable Bonds: 6
Acceptors: 7

Donors: 1

Structural Similar Compounds

Name COLCHICINE 1;4-PENTADIENE-3- ANTHRAQUINONE; 1;1'-
ONE;1;5-BIS(4-(2;3- IMINODI-
DIDEHYDROTRIAZIRIDIN
YL)PHENYL)-

Structure

N
/N

N—N I

Actual Endpoint Irritant Irritant Irritant
Predicted Endpoint Irritant Irritant Irritant
Distance 0.692 0.741 0.753
Reference AJOPAA 31;837;48 28ZPAK-;123;72 287ZPAK-;125;72

Model Prediction
Prediction: Irritant
Probability: 1

Enrichment; 1.18

Bayesian Score: 1.09
Mahalanobis Distance: 7.36

Mahalanobis Distance p-value: 0.991

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 or appearing too infrequently

in the training set.

©CoNoOA~LOWNE

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 FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:

: -1151884458: [*IN[c](:n:[*]):[c]C[*D:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]CI¥D:[¥]
1294285001: [*]=NN[c]:[*D):[*]

581019816: [*IN\N=C\[*]

-828984032: [*][N+](=[")[c]C:[cH]:[*]):[cH]:["]
-1338588315: [*]:[c](:[*])[N+](=0)[O-]
1872392852: [*][N+](=0)[*]

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

Feature Contribution

Top f

eatures for positive contribution

Fingerprint

Bit/Smiles

Feature Structure [Score

Irritant in training
Set

None_vs_Irritant




FCFP_12

17

I

N\N

NZ
'

0

N—N

[*]:n:[]

0.189

18 out of 49

FCFP_12

1427049

ON \@\‘
I

Ny

Jues

.
[l D:nin(:[*]
)]

0.167

4 out of 4

FCFP_12

-1539162406

ON \@\‘
1l

Ny

Pues

NN
[*IClel:n:[*]:[*]:n:
11

0.156

3 out of 3

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Set

FCFP_12

1

lY

pues

N—N

CIN+IEDE]

-0.0561

3 out of 4

FCFP_12

991735244

Oﬁ\@\
i

Ny

N
~0
N=N
[*):[e]1:[*]:[cH]:[cH
J:[cH]:[cH]:1

237 out of 291

Irritant in training




FCFP_12

136597326

612 out of 753




14a TOPKAT _Ocular_Irritancy _None_vs_Irritant
Structural Similar Compounds
/N\ Name 4;4'-DIAMINO-1;1'- COLCHICINE ANTHRAQUINONE; 1-
N DIANTHRIMIDE AMINO-4-HYDROXY-2-
>\/N\ N PHENOXY-
N N
s ) Structure o NH,
N
=4 CUIC
N
o
(o}
HOOC
CZZngN?OSS : Actual Endpoint Irritant Irritant Irritant
Molecular Weight: 461.49635 2 Nopom _ _ _
ALogP: 3.42 Predicted Endpoint Irritant Irritant Irritant
Distance 0.748 0.825 0.843

Rotatable Bonds: 7
Acceptors: 8
Donors: 2

Reference

28ZPAK-;125;72

AJOPAA 31,837,48

28ZPAK 239;72

Model Prediction
Prediction: Irritant
Probability: 1

Enrichment; 1.18

Bayesian Score: 2.93
Mahalanobis Distance: 7.78

Mahalanobis Distance p-value: 0.961

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 or appearing too infrequently

in the training set.

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

2. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 11549222613 0.198 14 out of 14

COOH

CLCelCINC(=0)0




FCFP_12 1175665944 0.198 14 out of 14
N)‘,N. EN
ol
2
["ICC(=O)N[c](:[cH]:[
“:leHI]
FCFP_12 037923569 0.198 14 out of 14
N)_’N.I I N
S =
VARS
[*1:[cHFReN(:[cH]:*
C(=0)0
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
S et
FCFP_12 1773983804 E 0 102 out of 121
?’NN_N
VARG
[INEel e 1 eH
1:[cH]:[cH]:1
FCFP_12 -453677277 0 264 out of 323
g ”
[“lc]1 PPPRIeH]:[c)(
C=[*1):[cH]:[cH]:1
FCFP_12 1872154524 0 563 out of 690

COOH

[1IC(=0)["]




14b TOPKAT _Ocular_Irritancy _None_vs_Irritant

Structural Similar Compounds

/N\ Name COLCHICINE 1;8;9- 1;4-PENTADIENE-3-
N ANTHRACENETRIOL; ONE;1;5-BIS(4-(2;3-
>\/N\N N TRIACETATE DIDEHYDROTRIAZIRIDINY
. N L)PHENYL)-
HI N Structure A
. L~ | "o
LI L :
LT )
ON 0
/L\ /N\
C,1H1gNgO5S o 2
Molecular Weight: 462.48441 Actual Endpoint Irritant Irritant Irritant
ALogP: 3.685 Predicted Endpoint Irritant Irritant Irritant
Rotatable Bonds: 7 Distance 0.772 0.866 0.872
Acceptors: 8 Reference AJOPAA 31;837;48 BJOPAL 53;819;69 28ZPAK-;123;72

Donors: 1

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

Model Prediction

Prediction: Irritant in the training set.
Probability: 1 1.  All properties and OPS components are within expected ranges.
Enrichment; 1.18 2. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]
Bayesian Score: 1.94 3. Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*D:[cH]:[*]
Mahalanobis Distance: 8.14 4.  Unknown FCFP_2 feature: -1338588315: [*]:[c]C:[*])IN+](=O)[O-]

. . . 5.  Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]
Mahalanobis Distance p-value: 0.892 6.  Unknown FCFP_2 feature: 260476081: [[N+](=[))[O-]

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 Feature Contri butl on
positive category. This assumes that the Bayesian score follows
a normal distribution and is different from the prediction using a Top features for positive contribution

cutoff.

Enrichment: An estimate of enrichment, that is, the increased Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
likelihood (versus random) of this sample being in the category. Set

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.




FCFP_12 1175665944 0.198 14 out of 14
ol
v
["ICC(=O)N[c](:[cH][
“:leHI]
FCFP_12 17 0.189 18 out of 49
Nx,
7
NO,
(Tn:[]
FCFP_12 1410079687 0.187 3 out of 8
g >
[*1S[Se:n:[*T:[*]::
1:[*]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 3 -0.0561 3 out of 4
Z,:N. A
NH‘[; ;kN
NO,
[IIN+I=D
FCFP_12 1 0 372 out of 1051




FCFP_12

NO,
["ICl’]

1184 out of 1397




14c TOPKAT _Ocular_Irritancy _None_vs_Irritant

Structural Similar Compounds

/N\ Name 2;2'-Stilbenedisulfonic 2;7-NAPHTHALENE 4;4'-DIAMINO-1;1'-
N acid; 4;4'-dinitro- DISULFONIC ACID;4- DIANTHRIMIDE
>\/N\ N AMINO-5-HYDROXY-;P-
N N TOLUENE SULFONATE

IS -/ (ESTER)
X Structure o 0" 0w,

N

0% o ol O mN
Nl
OH e

O\\\ O o

H,NO S o” X NH ,

Oy,

> NH ,

o

o
C,1Hx0NgO,S, N O

Molecular Weight: 496.56529 o

ALogP: 2.496 Actual Endpoint Irritant Irritant Irritant
Rotatable Bonds: 7 Predicted Endpoint Irritant Irritant Irritant
Acceptors: 8 Distance 0.783 0.786 0.793

Donors: 2 Reference Prehled Prumyslove 28ZPAK-;194;72 28ZPAK-;125;72

Toxikologie; Organicke
Latky; Marhold; J. pp

Model Prediction 1062;86
Prediction: Irritant : -

Probability: 1 Model Applicability

Enrichment: 1.18 Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

. in the training set.
Bayesian Score: 2.72 9

Mahalanobis Distance: 8.46

Mahalanobis Distance p-value: 0.781
Prediction: Positive if the Bayesian score is above the estimated

best cutoff value from minimizing the false positive and false 1 1
negative rate. Feature Contribution

Probability: The esimated probability that the sample is in the e . .
positive category. This assumes that the Bayesian score follows Top features for positive contribution

gurggfr{“a' distribution and is different from the prediction using a Fingerprint Bit/Smiles Feature Structure [Score Irritant in training

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

Bayesian Score: The standard Laplacian-modified Bayesian FCFP_12 1175665944 0.198 14 out of 14
NYN' iN

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]

score.
Mahalanobis Distance: The Mahalanobis distance (MD) is the
distance to the center of the training data. The larger the MD, the s =y
less trustworthy the prediction. NJ f_
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.

HNO,S
["ICC(=O)N[c](:[cH]:[
“{cHI]




FCFP_12 17 0.189 18 out of 49
Na,
NH[; ;N
SO NH,
[l:n:[]
FCFP_12 1410079687 0.187 8 out of 8
e
ISkl 1:n:[*1:[*]:n:
1:1*]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
S et
FCFP_12 1872154524 Nj/? 0 563 out of 690
Z)"N"N: N
g’
SO NH
[1C(=0)]
FCFP_12 -1272768868 \/@ 0 396 out of 514
N~
Z)"N"N~‘ N
NH‘[; {N
SO NH,
["ISCC(="DI"]
FCFP_12 -1272798659 0 517 out of 643




15 TOPKAT _Ocular_Irritancy _None_vs_Irritant
o N Structural Similar Compounds
—N
\\ Name 2,5-DICHLORO-4(3'- Benzenesulfonic acid; Benzenesulfonic acid; 2-
//\ / \ METHYL-5' PYRAZOLON- |3;5-bis(methoxycarbonyl)- |anilino-5-nitro-
S 1'-YL)BENZENE ; sodium salt
H,N N SULFONIC ACID
‘ Structure | 0. o
SN
N o\\\? F O 0
HO ™
J\( / O i O v
|
N—N '\\‘ o o 0% o
cl - S / NH
" 0%
OH o
C,sH sN,OS ' ~
Molecular Weight: 341.39089 Actual Endpoint Irritant Irritant Irritant
ALogP: 2.008 Predicted Endpoint Irritant Non-Irritant Irritant
Rotatable Bonds: 5 Distance 0.600 0.649 0.660

Acceptors: 6
Donors: 1

Model Prediction
Prediction: Irritant
Probability: 1

Enrichment; 1.18

Bayesian Score: 1.62
Mahalanobis Distance: 7.73

Mahalanobis Distance p-value: 0.966

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

28ZPAK-;186;72

Prehled Prumyslove
Toxikologie; Organicke
Latky; Marhold; J. -
;1059;86

Prehled Prumyslove
Toxikologie; Organicke
Latky; Marhold; J. -
;1061,86

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]

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
- (0] N—N
HZNY\S’« ;
i
X1
N—N

(ln:l]




FCFP_12

-1410079687

(6] N—=N
HZZ‘,\S’« :
i

an ; :
N—N

[*1S[c]1:n:[*]:[*]:n:
1:[]

0.187

8 out of 8

FCFP_12

1427049

(0]
HQE/\S’«:¢©
J\( )

N—N

(lelClD):nin(l]
)

N=N
\
1

0.167

4 out of 4

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Set

FCFP_12

11272798659

517 out of 643

FCFP_12

-1272768868

[ISCC(=[I]

396 out of 514

FCFP_12

307419094

o
R

pues

N—N

CUC]CID):[e]eH
LCD:LClCED:]

N—N
\
1

13 out of 52

Irritant in training




Doxorubicin

TOPKAT _Ocular_Irritancy _None_vs_Irritant

NH
HO
0 0 OH o) o~
HO [
OH |
OH o)
C27H29Noll

Molecular Weight: 543.51925
ALogP: -4.4e-002

Rotatable Bonds: 5
Acceptors: 12

Donors: 6

Structural Similar Compounds

Name Methanol; (s-triazine- 2-Naphthalenesulfonic 1;3;6-NAPHTHALENE
2;4;6-triyltrinitrilo)hexa- acid; 5;6'-iminobis(1- TRISULFONIC ACID;7-
hydroxy- AMINO-
Structure o %o o oH
OH OH ~s? NI |_o
K ) O HO ~ O o
N
NZ TSN HN O
‘ ‘ " O
)
IR )
HO HoJ o O S5 0% o
o o
Actual Endpoint Irritant Irritant Irritant
Predicted Endpoint Irritant Irritant Irritant
Distance 0.923 0.958 1.164
Reference Prehled Prumyslove Prehled Prumyslove 28ZPAK-;190;72
Toxikologie; Organicke Toxikologie; Organicke
Latky; Marhold; J. -;876;86 | Latky; Marhold; J. pp
1065;86

Model Prediction
Prediction: Irritant
Probability: 1

Enrichment; 1.18

Bayesian Score: 1.88
Mahalanobis Distance: 14.4

Mahalanobis Distance p-value: 1.33e-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 or appearing too infrequently

in the training set.

1. OPS PC15 out of range. Value: 4.2823. Training min, max, SD, explained variance: -4.3422,

4.1885, 1.08, 0.0142.

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 -415156552 NH, 0.184 7 out of 7

HO

Eeses

[rIeco)CrneE=rn
[l

”
OH o O

OH O




FCFP_12

-1601875224

e R0
YN el(C
(=FDFI) (10

0.184

7 out of 7

FCFP_12

-1099193755

NH,
HO

0" "0 OoOH O o’

HO i
NI
OH on o
FICEDLe: el
D:I'TeH]:[eH]:[c]
110C

0.175

5 out of 5

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
S et

FCFP_12

1186333723

[

-0.344

P out of 4

FCFP_12

1312974458

HO
AN
[*10lc]1:[8RI:[obH:[e

H]:[c]2C(=O)([c](:[c]
(CD:LD:LelD
C(=0)[c]:1:2

-0.268

1 out of 2

FCFP_12

-880844584

OH O

[*10[c]1:[cH]:[*]:[cH

Fel2C(=N"T:Lel
(I'DC(=0)c]:1:2

-0.132

P out of 3




9a TOPKAT_Skin_Irritancy _Mild_vs Moderate Severe
cl Structural Similar Compounds
Name Anthraquinone, 1,1'- Phosphorothioic acid, O- |Aniline, 2,4-bis(o-
iminodi- ethyl S-propyl O-(2,4,6- methylphenoxy)-
trichlorophenyl) es ter
N\NH Structure cl
N~ O 0 O O O
‘ cl cl
N o7 0 0
O O I~
\ et
N—N ) o H,N
CyoH17CINg - - -
Molecular Weight: 364.83147 Actur?\I Endpoint - M?Id Mf)derate_Severe M?Id
ALogP: 4.967 Predlcted Endpoint Mild Mild Mild
Rotatable Bonds: 5 Distance 0.669 0.711 0.733
Reference 85JCAE "Prehled NTIS** National Technical | 85JCAE "Prehled

Acceptors: 5
Donors: 1

Model Prediction
Prediction: Mild

Probability: 0.0319
Enrichment; 0.0866
Bayesian Score: -12.4
Mahalanobis Distance: 8.52

Mahalanobis Distance p-value: 0.527

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.

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,735,1986

Information Service.
(Springfield, VA 22161)
Forme rly U.S.
Clearinghouse for
Scientific & Technical
Information.
Volume(issue)/pag elyear:
0TS0535844

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,725,1986

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

3. Unknown FCFP_2 feature: -1564473960: [*:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set




FCFP_12

-577707014

Q

N,N

s

N=N
[*I\N=C\[c]1:[cH]:[cH
1:[*T[cH]:[cH]:1

0.717

4 out of 4

FCFP_12

-2100785893

Q,

N\N

oS

N=N

[IN=C\[]C'D:

0.552

7 out of 10

FCFP_12

-1151884458

RSN

Y

e . : :
NN
FIN[el(:n:[*]):[e](:
(D:01]

0.385

1 out of 1

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set

FCFP_12

367998008

RSN

NN

puee

NN
["1:[cH]:[el(Cl):[cH]
I

-1.34

4 out of 50

FCFP_12

551850122

RSN

NN

ues

N-N
[le:"leH]: el
Cl):[cH]:[cH]:1

-1.27

P out of 27




FCFP_12

-1508180856

LN

Ny

puee

NN
[*Ilc]1:[cH]:[cH]:[c]
(Cl):[cH]:[cH]:1

-1.26

0 out of 7




9d TOPKAT_Skin_Irritancy _Mild_vs Moderate Severe
ON Structural Similar Compounds
Name Pregna-1,4-diene-3,20- 1,4-Pentadien-3-one, 1,5- |Acetic acid, 2-(sec-butyl)-
dione, 21-(acetyloxy)-11- |bis(p-azidophenyl)- 4.6-dinitrophenyl ester
hydroxy-6-methyl-17- (1-
N oxopropoxy)-, (6-alpha,11-
SNH beta)-
Structure M o0 o
N — N—N \N/
| » O
N o \ _0
N—N §< O \-
[e] © o
C,H, N0 hd
19" 17 V72 N I
Molecular Weight: 375.38397 o ©
ALogP: 4.197 Actual Endpoint Mild Mild Mild
Rotatable Bonds: 6 Predicted Endpoint Mild Mild Mild
Acceptors: 7 Distance 0.730 0.808 0.809
Donors: 1 Reference YACHDS Yakuri to Chiryo. | 85JCAE "Prehled 85JCAE "Prehled

Model Prediction
Prediction: Mild

Probability: 0.00857
Enrichment; 0.0233
Bayesian Score: -16.3
Mahalanobis Distance: 7.75

Mahalanobis Distance p-value: 0.871

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.

Pharmacology and
Therapeutics. (Raifu
Saiensu Shup pan K.K., 2-
5-13, Yaesu, Chuo-ku,
Tokyo 104, Japan) V.1-
1972- Volume(issue)
/pagelyear: 19,3103,1991

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,733,1986

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,750,1986

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

3. Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set




FCFP_12

-577707014

I

N.N

e

N-N
[*\N=C\[c]1:[cH]:[cH
1:[*):[cH]:[cH]:1

0.717

4 out of 4

FCFP_12

-2100785893

ON \@\
1

alY

gues

N—=N

[IN=C\[]:D:

0.552

7 out of 10

FCFP_12

-1151884458

1

Ny

N-N
["IN[e]Gn:"T):[e](:
(D]

0.385

1 out of 1

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Moderate_Severe
n training set

FCFP_12

X

N—N

CIN+IEDE]

-1.6

0 out of 11

FCFP_12

-828984032

OZN\©\‘
1l

Ny

N
0

FIN+DICICLoH
HDIeHI]

-1.36

0 out of 8




FCFP_12

1872392852

ON @\‘
1

N\N

N7
3

0

N—N

[IIN+](=0)["]

-1.26

0 out of 7




7a TOPKAT _Skin_Irritancy _None_vs_Irritant
Structural Similar Compounds
Name 5-Norbornene-2,3- 1-Amino-2-bromo-4- 8-Methylamino-4-hydroxy-
dicarboxylic acid, hydroxyanthraquinone 2-naphthalene sulfonic
HN o 1,4,5,6,7,7-hexachloro- acid
\f Structure HO Br
HN Cl
SNH Ot
HO
N~ O/ cl O% NH 2 E/
\
N
N
\/\< / O oY ©
NN OH 071> 0oH
o}
Cuof5N,O Actual Endpoint Irritant Non-Irritant Non-Irritant
Molecular Weight: 367.44809 2 Nopom _ _ _
ALogP: 3.681 Predlcted Endpoint Irritant Non-Irritant Non-Irritant
Rotatable Bonds: 5 Distance 0.796 0.840 0.844
Reference 85JCAE "Prehled 28ZPAK -,83,72 28ZPAK -,190,72

Acceptors: 5
Donors: 3

Model Prediction

Prediction: Non-Irritant
Probability: 0.968
Enrichment; 1.05
Bayesian Score: -1.11
Mahalanobis Distance: 10

Mahalanobis Distance p-value: 0.0583

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.

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986

-,581,1986

Volume(issue)/pagelyear:

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

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

2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
S et




FCFP_12

1427049

'
H
o
ClelCID:ninCI]
2]

0.0734

5 out of 5

FCFP_12

-796673622

[IC(=IINC1CCLICCt

0.0658

3 out of 3

FCFP_12

1499521844

o
H
N,
iy

e

N-N

["INC(=O)N["]

0.0658

3 out of 3

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

1294344583

[INN[C] ][]

-0.65

0 out of 1

FCFP_12

-1320007763

H
N

”.
N
[Tl e fcH
J:[cH]:[cH]:[*]:[c]:
1:[]

-0.0893

20 out of 24




FCFP_12

1618154665

9

N-N
[*):[cH]):[cH]:[cH]:[*

]

-0.0845

112 out of 490




7b TOPKAT _Skin_Irritancy _None_vs_Irritant

Structural Similar Compounds
Name 5-Norbornene-2,3- 8-Methylamino-4-hydroxy- | p-Acetophenetidide, 3'-
dicarboxylic acid, 2-naphthalene sulfonic (bis(2-
HN o 1,4,5,6,7,7-hexachloro- acid hydroxyethyl)amino)-
\f Structure
HN Cl

\/\< / O oY

H
“SNH ORb NG
HO
P T/
o’ O/ Cl N O
T H o
N J/N\L

N—N OH 0”1 oH HO OH
o}
C19H19N7O Actual Endpoint Irritant Non-Irritant Non-Irritant
Molecular Weight: 361.40046 2 endpom _ _ :
ALogP: 3.399 Predlcted Endpoint Irritant Non-Irritant Non-Irritant
Rotatable Bonds: 5 Distance 0.790 0.805 0.817
A .5 Reference 85JCAE "Prehled 28ZPAK -,190,72 28ZPAK -,100,72
cceptors: Prumyslove Toxikologie;
Donors: 3 Organicke Latky,"

Marhold, J., Prague ,

Czechoslovakia,

Model Prediction Avicenum, 1986
o ) Volume(issue)/pagelyear:
Prediction: Non-Irritant -,5681,1986
Probability: 0.576
Enrichment: 0.625 Model Applicability
Bayesian Score: -4.34 Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Mahalanobis Distance: 7.03 in the training set.
Mahalanobis Distance p-value: 0.996 1.  All properties and OPS components are within expected ranges.
Prediction: Positive if the Bayesian score is above the estimated 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

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 Featu re CO nt” b Ut| on

a normal distribution and is different from the prediction using a

cutoft. Top features for positive contribution

Enrichment: An estimate of enrichment, that is, the increased - - - - - - —
likelihood (versus random) of this sample being in the category. Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Bayesian Score: The standard Laplacian-modified Bayesian set

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.




FCFP_12

1427049

'
H
o
ClelCID:ninCI]
2]

0.0734

5 out of 5

FCFP_12

1499521844

0.0658

3 out of 3

FCFP_12

-1578026142

812}2

s

N-N

["LLe]CI'NCCC

0.0583

P out of 2

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

-1838187238

Q

iy o

NN

X

NN
[*IC(=[*]NIc]1:[cHI:
[cHL:[*]:[cH]:[cH]:1

-0.692

5 out of 12

FCFP_12

1294344583

¢

N O
HY
N

N
aN

N-N

[INN[C]C['T):["]

-0.65

0 out of 1




FCFP_12

-792685140

[ICEEDNC HeH:
[cH]:[cH]:[cH]:[cH]:
1

-0.65

0 out of 1




8a TOPKAT _Skin_Irritancy _None_vs_Irritant
ﬁ Structural Similar Compounds
HN _s Name Benzenesulfonic acid, 2- | 8-Methylamino-4-hydroxy- | C.l. Fluorescent
= anilino-5-nitro- 2-naphthalene sulfonic Brightening Agent 24
acid
HN \NH Structure O\\N’/ o OH
N HO N H
| OH H N Non
N 0% o
\/\< / NH
N—N U
o/g OH 0% 1Yo
OH
CisHioN,S
Molecular Weight: 329.42325 Actual Endpoint Irritant Non-Irritant Irritant
ALogP: 3.388 Predicted Endpoint Non-Irritant Non-Irritant Non-Irritant
' Distance 0.793 0.802 0.817

Rotatable Bonds: 7
Acceptors: 5
Donors: 3

Model Prediction

Prediction: Non-Irritant
Probability: 0.967
Enrichment; 1.05

Bayesian Score: -1.2
Mahalanobis Distance: 8.05

Mahalanobis Distance p-value: 0.87

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:

-,1061,1986

28ZPAK -,190,72

MVCRB3 MVC-Report.
(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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
S et




FCFP_12

1427049

m\rs

Y

H
0
NN
[IelCED:ninCr]
):[']

0.0734

5 out of 5

FCFP_12

1939253119

0.0658

3 out of 3

FCFP_12

1499521844

["INC(=O)N["]

0.0658

3 out of 3

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

1294344583

h
NS
Y
y

~

N—N

[FINN[C] ][]

-0.65

0 out of 1

FCFP_12

-1320007763

HN

R

PIClCED): LY eH
J:[eH]:[cH]:[*]:[c]:
1:[*]

-0.0893

20 out of 24




FCFP_12

1618154665

NS
N‘N

N
¢©’

o~
N=N

[]:[cHY:[cH]:[cH].*
]

-0.0845

112 out of 490




8b TOPKAT _Skin_Irritancy _None_vs_Irritant
Structural Similar Compounds
Name Benzenesulfonic acid, Urea, 1,3-bis(2- Benzenesulfonic acid, 2-
2,2'-(4,4- benzothiazolylthiomethyl) |anilino-5-nitro-
HN s biphenylylenedivinylene)d | -
\f i-, disod ium salt
HN Structure o o
SSNH N\ie
Y=t
e )
IL ”N>:o ?H
\/\< / N 0% Yo
N—N >/_ NH
CioHasN,S
Molecular Weight: 383.51369 Actual Endpoint Irritant Irritant Irritant
ALogP: 4.898 Predicted Endpoint Non-Irritant Irritant Non-Irritant
Rotatable Bonds: 7 Distance 0.858 0.910 0.911
Acceptors: 5 Reference MVCRB3 MVC-Report. AMIHBC AMA Archives of | 85JCAE "Prehled

Donors: 3

Model Prediction

Prediction: Non-Irritant
Probability: 0.968
Enrichment; 1.05

Bayesian Score: -1.16
Mahalanobis Distance: 10.1

Mahalanobis Distance p-value: 0.0523

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

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:
-,1061,1986

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
Set




FCFP_12

1427049

S

Q
Ny

gues

NN
(lelClD):nin]
)

0.0734

5 out of 5

FCFP_12

-796673622

[IC(=IINC1CCLICCt

0.0658

3 out of 3

FCFP_12

1499521844

HN\rS
Ny

e

N-N

["INC(=O)N["]

0.0658

3 out of 3

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

1294344583

[INN[C] ][]

-0.65

0 out of 1

FCFP_12

-1320007763

H
N

”.
N
[Tl e fcH
J:[cH]:[cH]:[*]:[c]:
1:[]

-0.0893

20 out of 24




FCFP_12

1618154665

9

N-N
[*):[cH]):[cH]:[cH]:[*

]

-0.0845

112 out of 490




9a TOPKAT _Skin_Irritancy _None_vs_Irritant
cl Structural Similar Compounds
Name 1-Piperazineacetic acid, 4- | Anthraquinone, 1,1'- Phosphorothioic acid, O-
(2-hydroxyethyl)-alpha- iminodi- ethyl S-propyl O-(2,4,6-
phenyl-, 2,6-xyly | ester, trichlorophenyl) es ter
N monohydrochloride
~
NH Structure al

v @

|

N o cl cl

N
\ LN N
N—N \L ol
OH ¢}

C,oH;;CINg )
Molecular Weight: 364.83147 Actual Endpoint Irritant Irritant Irritant
ALogP: 4.967 Predicted Endpoint Irritant Non-Irritant Irritant
Rotatable Bonds: 5 Distance 0.674 0.675 0.707
Acceptors: 5 Reference BCFAAI Bollettino 85JCAE "Prehled NTIS** National Technical

Donors: 1

Model Prediction

Prediction: Irritant
Probability: 0.974
Enrichment; 1.06

Bayesian Score: -0.717
Mahalanobis Distance: 8.11

Mahalanobis Distance p-value: 0.849

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.

Chimico Farmaceutico.
(Societa Editoriale
Farmaceutica, Vi a
Ausonio 12, 20123 Milan,
Italy) V.33- 1894-
Volume(issue)/pagelyear:
107,3 10,1968

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagel/year:
-,735,1986

Information Service.
(Springfield, VA 22161)
Forme rly U.S.
Clearinghouse for
Scientific & Technical
Information.
Volume(issue)/pag elyear:
0TS0535844

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
S et




FCFP_12

-2100785893

N

N\N

N’
)
~ X

N=N

[IN=C\[]CI'D:

0.081

11 out of 11

FCFP_12

-577707014

Q,

N.N

Pues

N-N
[\N=C\[c]1:[cH]:[cH
1:[*):[cH]:[cH]:1

0.0734

5 out of 5

FCFP_12

1427049

RN

Ny

\/~(§t::
NN
[IelCED:ninC ]
)]

0.0734

5 out of 5

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

367998008

RSN

NN

puee

NN
["1:[cH]:[el(Cl):[cH]
I

-0.129

61 out of 76

FCFP_12

-1508180856

RSN

Ny

Puee

NN
[*llc]1:[cH]:[cH]:[c]

(Cl):[cH]:[cH]:1

-0.125

12 out of 15




FCFP_12

71476542

o

NN

d
1

X1

N—N

[(L:[elCIT)C

-0.12

64 out of 79




9b TOPKAT _Skin_Irritancy _None_vs_Irritant
F Structural Similar Compounds
Name 1-Piperazineacetic acid, 4- | s-Triazine, 2,4-dichloro-6- |Anthraquinone, 1,1'-
(2-hydroxyethyl)-alpha- (o-chloroanilino)- iminodi-
phenyl-, 2,6-xyly | ester,
N monohydrochloride
~
NH Structure al
e O Ny
‘\ /‘
N o N //L‘”m
Nﬁ HN N
- MRS
OH
CioH1/FNg
Molecular Weight: 348.37688 Actual Endpoint Irritant Irritant Irritant
ALogP: 4.508 Predicted Endpoint Irritant Non-Irritant Non-Irritant
Rotatable Bonds: 5 Distance 0.660 0.705 0.708
Acceptors: 5 Reference BCFAAI Bollettino 34ZIAG* -,235,69 85JCAE "Prehled

Donors: 1

Model Prediction

Prediction: Non-Irritant
Probability: 0.973
Enrichment; 1.06
Bayesian Score: -0.774
Mahalanobis Distance: 8.1

Mahalanobis Distance p-value: 0.855

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.

Chimico Farmaceutico.
(Societa Editoriale
Farmaceutica, Vi a
Ausonio 12, 20123 Milan,
Italy) V.33- 1894-
Volume(issue)/pagelyear:
107,3 10,1968

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,735,1986

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
Set




FCFP_12

-2100785893

X

N=N

[IN=C\[]CI'D:

0.081

11 out of 11

FCFP_12

1427049

LN

Ny

pues

NN
CUe]CED:nin]
)

0.0734

5 out of 5

FCFP_12

577707014

—~

N=N
[*I\N=C\[c]1:[cH]:[cH
1:[*):[eH]:[cH]:1

0.0734

5 out of 5

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

367998008

LN

Ny

e

N-N
["1:[cH]:[el(Cl):[cH]
I

-0.129

61 out of 76

FCFP_12

-1508180856

LN

Ny

50

NN
[*llc]1:[cH]:[cH]:[c]

(Cl):[cH]:[cH]:1

-0.125

12 out of 15




FCFP_12

71476542

F.
]
N\N

d
1

X1

N—N

[(1:[elCIT)C

-0.12

64 out of 79




9c TOPKAT _Skin_Irritancy _None_vs_Irritant

HO Structural Similar Compounds
Name 5-Norbornene-2,3- 1-Amino-2-bromo-4- Phenol, 4,4'-sulfonyldi-
dicarboxylic acid, hydroxyanthraquinone
1,4,5,6,7,7-hexachloro-
N truct
~h Structure N HO Br
Ot

HO
= g )
T o Cl A NH , o
N 0~
0.~ o
\/\< / ~ o oH

N—N OH
ClngSNGO Actual Endpoint Irritant Non-Irritant Irritant
Molecular Weight: 346.38582 clua’ =ndpo —mta
ALogP: 4.061 Predicted Endpoint Irritant Non-Irritant Non-Irritant
Rotatable Bonds: 5 Distance 0.786 0.802 0.809 .
A 6 Reference 85JCAE "Prehled 28ZPAK -,83,72 BIOFX* BIOFAX Industrial
cceptors: Prumyslove Toxikologie; Bio-Test Laboratories,
Donors: 2 Organicke Latky," Inc., Data Sheets. (1810
Marhold, J., Prague , Fro ntage Rd., Northbrook,
— Czechoslovakia, IL 60062)
Model Prediction Avicenum, 1986 Volume(issue)/pagelyear:
o ) Volume(issue)/pagelyear: 601-05501,1974
Prediction: Non-Irritant -,581,1986
Probability: 0.966
Enrichment: 1.05 Model Applicability
Bayesian Score: -1.24 Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Mahalanobis Distance: 8.51 in the training set.
Mahalanobis Distance p-value: 0.685 1.  All properties and OPS components are within expected ranges.
Prediction: Positive if the Bayesian score is above the estimated 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
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 Featu re CO ntri b ution
a normal distribution and is different from the prediction using a .- . .
cutoft. Top features for positive contribution
Enrichment: An estimate of enrichment, that is, the increased - - - - - " —
likelihood (versus random) of this sample being in the category. Fingerprint Bit/Smiles Feature Structure |[Score Irritant in training
Bayesian Score: The standard Laplacian-modified Bayesian Sset
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.




FCFP_12

-2100785893

o

N\N

N’
)
~ X

N=N

[IN=C\[]CI'D:

0.081

11 out of 11

FCFP_12

1427049

.

Y

pues

NN
CUe]CED:nin]
)

0.0734

5 out of 5

FCFP_12

577707014

"0,

N.N

gues

[*I\N=C\[c]1:[cH]:[cH
1:[*):[eH]:[cH]:1

0.0734

5 out of 5

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

-0.118

104 out of 128

FCFP_12

-549108873

ee

N—N

(1[I0

-0.11

54 out of 66




FCFP_12

74595001

QL

NN

uee

N-N
[TLeHL:[e)(O):[eH:
[

-0.11

54 out of 66




9d TOPKAT _Skin_Irritancy _None_vs_Irritant
ON Structural Similar Compounds
Name Pregna-1,4-diene-3,20- Acetic acid, 2-(sec-butyl)- |1,4-Pentadien-3-one, 1,5-
dione, 21-(acetyloxy)-11- |4,6-dinitrophenyl ester bis(p-azidophenyl)-
hydroxy-6-methyl-17- (1-
N oxopropoxy)-, (6-alpha,11-
SNH beta)-
Structure o0n o n
N — \N/ N—N
| » @
N o S 20
\/\< / o§<° . Oy O N
N—N | -
: R Q
C1oH17N;0, ‘cl Ay
Molecular Weight: 375.38397 N
ALogP: 4.197 Actual Endpoint Irritant Irritant Irritant
Rotatable Bonds: 6 Predicted Endpoint Irritant Non-Irritant Irritant
Acceptors: 7 Distance 0.735 0.809 0.810
Donors: 1 Reference YACHDS Yakuri to Chiryo. | 85JCAE "Prehled 85JCAE "Prehled

Model Prediction
Prediction: Irritant
Probability: 0.996
Enrichment; 1.08

Bayesian Score: 0.207
Mahalanobis Distance: 7.65

Mahalanobis Distance p-value: 0.955

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.

Pharmacology and
Therapeutics. (Raifu
Saiensu Shup pan K.K., 2-
5-13, Yaesu, Chuo-ku,
Tokyo 104, Japan) V.1-
1972- Volume(issue)
/pagelyear: 19,3103,1991

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,750,1986

Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,733,1986

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
S et




FCFP_12

N\N

N7
3

0

N—N

["1[O-]

0.0854

27 out of 27

FCFP_12

o~

N—=N

CIN+IED]

0.0843

20 out of 20

FCFP_12

-2100785893

ONN :
1
Y
/:
~ X
N—N

[IN=C\[](:'D:]

0.081

11 out of 11

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

-1320007763

guee
IClCE):[elYeH
L[eHE:[eH:[*]:[c]:

1]

-0.0893

0 out of 24

FCFP_12

1618154665

ON \@\‘
1l

NN

ues

N-N
[*]:[cH]:[cH]:[cH]:[*
]

-0.0845

412 out of 490




FCFP_12

I

N\N

N7
3

0

N—N

[1:[eHL]

-0.0843

123 out of 503




14a TOPKAT _Skin_Irritancy _None_vs_Irritant
Structural Similar Compounds
N Name 2-Anthracenesulfonic 2,2'-Stilbenedisulfonic Benzenesulfonic acid,
N acid, 1-amino-9,10- acid, 4,4'-dinitro- 2,2'-(4,4'-
>\/N\ N dihydro-9,10-dioxo-4- biphenylylenedivinylene)d
N N (2,4,6 -trimethylanilino)-, i-, disod ium salt
S \N/ monosodium salt
H /\4/ Structure 0 ©
o
o 7
HO Il
HooC o>
CpoH1gN,O,S .
Molecular Weight: 461.49635 °
ALogP: 3.42 Actual Endpoint Irritant Irritant Irritant
Rotatable Bonds: 7 Predicted Endpoint Non-Irritant Irritant Non-Irritant
Distance 0.724 0.804 0.847

Acceptors: 8
Donors: 2

Model Prediction

Prediction: Non-Irritant
Probability: 0.00137
Enrichment: 0.00149
Bayesian Score: -7.93
Mahalanobis Distance: 13.3

Mahalanobis Distance p-value: 8.82e-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.

Reference

85JCAE "Prehled
Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986
Volume(issue)/pagelyear:
-,1327,1986

85JCAE "Prehled
Prumyslove Toxikologie;
Organicke Latky,"
Marhold, J., Prague ,
Czechoslovakia,
Avicenum, 1986

Volume(issue)/pagelyear:

-,1062,1986

MVCRB3 MVC-Report.
(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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
S et




FCFP_12 -1410079687 0.0756 6 out of 6
ARS
ISP [*]:n:
1:11
FCFP_12 1427049 0.0734 b out of 5
¢’
Clel( P
)]
FCFP_12 11539162406 0.0583 P out of 2
ARS
ICICFPRLT [T
1:[*]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 1175665944 -1.02 P out of 8
ZyN. EE- N
g’
COOH
["ICC(=O)N[c](:[cH][
*D:eHI]
FCFP_12 11838187238 -0.692 5 out of 12
Z,N,N. L,
o

MC=rHREE:[cH]:
[cH]:[*]:[cH]:[cH]:1




FCFP_12

-451043714

)

COOH
[*ICC(=O)N[c]:[cH]:[
cHL[el(["]):[cH]:[c
H]:1

-0.65

0 out of 1




14b TOPKAT _Skin_Irritancy _None_vs_Irritant

Structural Similar Compounds

N> Name 2,2'-Stilbenedisulfonic 2-Anthracenesulfonic Pregna-1,4-diene-3,20-
N acid, 4,4'-dinitro- acid, 1-amino-9,10- dione, 21-(acetyloxy)-11-
>\/N\N N dihydro-9,10-dioxo-4- hydroxy-6-methyl-17- (1-
/N (2,4,6 -trimethylanilino)-, |oxopropoxy)-, (6-alpha,11-
S =3 monosodium salt beta)-
n/( Structure o Lo

o N
o,
o.

= HaN ‘ o ﬁ)

Q o
P o o o
Q S NH

HO I o7l o§<

O,N oF o

2
OI NS
°

Cp1H1gNgO,S NG
Molecular Weight: 462.48441 o0
ALogP: 3.685 Actual Endpoint Irritant Irritant Irritant
Rotatable Bonds: 7 Predicted Endpoint Irritant Non-Irritant Irritant
Acceptors: 8 Distance 0.808 0.824 0.856
Donors: 1 Reference 85JCAE "Prehled 85JCAE "Prehled YACHDS Yakuri to Chiryo.
Prumyslove Toxikologie; Prumyslove Toxikologie; Pharmacology and
— Organicke Latky," Organicke Latky," Therapeutics. (Raifu
Model Prediction Marhold, J., Prague , Marhold, J., Prague , Saiensu Shup pan K.K., 2-
o ) Czechoslovakia, Czechoslovakia, 5-13, Yaesu, Chuo-ku,

Prediction: Non-Irritant Avicenum, 1986 Avicenum, 1986 Tokyo 104, Japan) V.1-

S Volume(issue)/pagelyear: Volume(issue)/pagelyear: 1972- Volume(issue)
Probability: 0.717 -,1062,1986 -,1327,1986 Ipagelyear: 19,3103,1991

Enrichment: 0.779

Bayesian Score: -3.88 Model Applicability
Mahalanobis Distance: 8.89 Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

Mahalanobis Distance p-value: 0.482 in the training set.
Prediction: Positive if the Bayesian score is above the estimated . L
best cutoff value from minimizing the false positive and false 1. All properties and OPS components are within expected ranges.

negative rate. _ » o 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
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. Feature Contribution
Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category. Top features for positive contribution
Bayesian Score: The standard Laplacian-modified Bayesian - - - - - - —
score. o o ) Fingerprint Bit/Smiles Feature Structure |[Score Irritant in training
Mahalanobis Distance: The Mahalanobis distance (MD) is the Set

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.




FCFP_12 5 0.0854 P7 out of 27
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
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-451043714
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-0.65

0 out of 1




14c TOPKAT _Skin_Irritancy _None_vs_Irritant

Structural Similar Compounds

N> Name 2,2'-Stilbenedisulfonic Benzenesulfonic acid, 2-Anthracenesulfonic
N acid, 4,4'-dinitro- 2,2'-(1,4- acid, 1-amino-9,10-
>\/N\ N anthraquinonylenediimino |dihydro-9,10-dioxo-4-
\ /N )bis(5-meth yl-, disodium |(2,4,6 -trimethylanilino)-,
S m— salt monosodium salt
n/( Structure o Lo

HO\O o] -2 NH
H,NO ,§ O//H H:\(o) o g
C,1H20Ng05S, N G
Molecular Weight: 496.56529 o
ALogP: 2.496 Actual Endpoint Irritant Irritant Irritant
Rotatable Bonds: 7 Predicted Endpoint Irritant Non-Irritant Non-Irritant
Acceptors: 8 Distance 0.748 0.764 0.825
Donors: 2 Reference 85JCAE "Prehled 85JCAE "Prehled 85JCAE "Prehled
Prumyslove Toxikologie; Prumyslove Toxikologie; Prumyslove Toxikologie;
— Organicke Latky," Organicke Latky," Organicke Latky,"

Model Prediction Marhold, J., Prague , Marhold, J., Prague , Marhold, J., Prague ,

o ) Czechoslovakia, Czechoslovakia, Czechoslovakia,
Prediction: Non-Irritant Avicenum, 1986 Avicenum, 1986 Avicenum, 1986

S Volume(issue)/pagelyear: Volume(issue)/pagelyear: Volume(issue)/pagelyear:

Probability: 0.0519 -,1062,1986 -,1330,1986 -,1327,1986

Enrichment: 0.0563

Bayesian Score: -6.25 Model Applicability
Mahalanobis Distance: 9.4 Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

Mahalanobis Distance p-value: 0.229 in the training set.

Prediction: Positive if the Bayesian score is above the estimated . L

best cutoff value from minim?/zing the false positive and false 1. All properties and OPS components are within expected ranges.
negative rate. 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

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. Feature Contribution
Enrichment: An estimate of enrichment, that is, the increased
likelihood (versus random) of this sample being in the category. Top features for positive contribution
Bayesian Score: The standard Laplacian-modified Bayesian - - - - - - —
score. o _ Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Mahalanobis Distance: The Mahalanobis distance (MD) is the Set

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.




FCFP_12 -1410079687 0.0756 6 out of 6
g !
#1810 [*1:[*]:n:
1:11
FCFP_12 1427049 0.0734 b out of 5
¢
PIRICED:nn (]
)]
FCFP_12 11539162406 0.0583 P out of 2
’\S‘YN _‘NN
o
fete]1:n:[*1:["]in:
1:[*]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Irritant in training
Set
FCFP_12 1175665944 -1.02 P out of 8
¢
NO,S
["ICC(=O)N[c](:[cH][
*D:eHI]
FCFP_12 11838187238 -0.692 5 out of 12

)

R )NICI:[eH:
[CHIP*L:[cHI[cH]:1
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SQ N
F1ec=oNIS etk
CHLLCI("D-{cHL e

H:1

-0.65

0 out of 1




15 TOPKAT _Skin_Irritancy _None_vs_Irritant
o N Structural Similar Compounds
N
\\ Name Benzenesulfonic acid, 2- |Benzenesulfonamide, 4- | Acetic acid, 2-(sec-butyl)-
//\ / \ anilino-5-nitro- amino-N-(5,6-dimethoxy- |4,6-dinitrophenyl ester
S 4-pyrimidinyl)-
H 9 N
N Structure o0 0 o o
‘ ~N \N/
N H,N
Py
O |
\ / Z | S o \NN,%/LVO/ O
0% o H N
N—N NH ~ o O~
\(l
Cy5H15N,0S - - - -
Molecular Weight: 341.39089 Actual Endpoint Irritant Irritant Irritant
ALogP: 2.008 Predicted Endpoint Non-Irritant Non-Irritant Non-Irritant
Rotatable Bonds: 5 Distance 0.716 0.727 0.728
A -6 . Reference 85JCAE "Prehled FCTXAV 14,307,76 85JCAE "Prehled
cceptors: Prumyslove Toxikologie; Prumyslove Toxikologie;
Donors: 1 Organicke Latky," Organicke Latky,"
Marhold, J., Prague , Marhold, J., Prague ,
— Czechoslovakia, Czechoslovakia,
Model Prediction Avicenum, 1986 Avicenum, 1986
o ) Volume(issue)/pagelyear: Volume(issue)/pagelyear:
Prediction: Non-Irritant -,1061,1986 -,750,1986

Probability: 0.972
Enrichment; 1.06

Bayesian Score: -0.862
Mahalanobis Distance: 7.82

Mahalanobis Distance p-value: 0.926

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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

Irritant in training
S et




FCFP_12

-1410079687

(6] N—=N
HZZ‘,\S’« :
i

an ; :
N—N

[*1S[c]1:n:[*]:[*]:n:
1:[]

0.0756

6 out of 6

FCFP_12

1427049

(0]
HQE/\S’«:¢©
J\( )

N—N

(lelClD):nin(l]
)

N=N
\
1

0.0734

5 out of 5

FCFP_12

-1578026142

[LLelcIDece

0.0583

P out of 2

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

566058135

HO?/\S ’(

\/\<¢©

N—N

N—N
\
1

["ICC(=O)N["]

-0.367

13 out of 21

FCFP_12

-1320007763

(¢} N~N
e AR

R

)

\/‘61;1::

N—N
(el el 1:[eH
J:[cH]:[cH]:[*]:[c]:
1:1*]

-0.0893

20 out of 24




FCFP_12

1618154665

[*):[cH]:[cH]:[cH]:[*
1

-0.0845

112 out of 490




Doxorubicin

TOPKAT _Skin_Irritancy _None_vs_Irritant

NH
HO

0 9 OH 0 o~

HO [

O%
OH I
OH o)
C27H29Noll

Molecular Weight: 543.51925
ALogP: -4.4e-002

Rotatable Bonds: 5
Acceptors: 12

Donors: 6

Structural Similar Compounds

Name 1,3,6- Amipurimycin, hydrate 2,2'-Benzidine disulfonic
Naphthalenetrisulfonic acid
acid, 7-amino-
Structure ) OH
oLl I_o HoNe N
- N N
Ho O ° “7/ ) -
HoN @Y
7 TN N=2/
O.
0.
NH 2 OH
OH OH
PN HO
0”11~ oH OH
(¢]
Actual Endpoint Irritant Irritant Non-Irritant
Predicted Endpoint Non-Irritant Non-Irritant Non-Irritant
Distance 1.158 1.186 1.233

Model Prediction

Prediction: Non-Irritant
Probability: 0.464
Enrichment: 0.503
Bayesian Score: -4.65
Mahalanobis Distance: 14.4

Mahalanobis Distance p-value: 5.01e-012

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:

-,1058,1986

JANTAJ Journal of
Antibiotics. (Japan
Antibiotics Research
Assoc., 2-20-8 Ka
miosaki, Shinagawa-ku,
Tokyo, 141, Japan) V.2-5,
1948-52; V.21- 1968-
Volume(i ssue)/pagelyear:
30,1,1977

28ZPAK -,191,72

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

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

-415156552

0.0854

27 out of 27

FCFP_12

699500266
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D5 out of 25

FCFP_12

-1804899926

reqpociecrnr
1e(o1
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O out of 9

Top Featur

es for negative c

ontribution

Fingerprint

Bit/Smiles

Feature Structure

Score

Irritant in training
Set

FCFP_12

079221427
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[cl2C(=["DIc]3:[c](
[D:ITLeHL[eHIT
c]:3C(=0)[c]:2:[c]:1
o

-0.846

1 out of 4

FCFP_12

523781771

NH,
HO

070 oHo O

A0

(el (1Pl
[CJ2C (=Dl
QEERICEIER

-0.732

3 out of 8
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HO

-

E;Oj\o OH o

AN
OH

(e feHICHT e

L:[c]2C(=0)[c]:[')
TICE=DIC]1:2

-0.558

O out of 18
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TOPKAT _Carcinogenic_Potency TD50 Mouse

o

T
:

HN
NH

N
\
N

e

N—N

C19H25N7O

Molecular Weight: 367.44809
ALogP: 3.681

Rotatable Bonds: 5
Acceptors: 5

Donors: 3

Structural Similar Compounds

Name

542

Ochratoxin A

Phenolphthalein

Structure

AND Enantiomer

Actual Endpoint (-log C) 4.79932 4.79932 2.43468
Predicted Endpoint (-log 3.6353 3.6353 3.66084
C)

Distance 0.699 0.699 0.703
Reference CPDB CPDB CPDB

Model Prediction

Prediction: 8.1

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 11.2
Mahalanobis Distance p-value: 0.000779

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 or appearing too infrequently

in the training set.

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

2. Unknown ECFP_2 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*D:n:1:n:[*]

3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 655739385 Q 0.229
e
N
s

N-N

[*]:n:[]




ECFP_6

1559650422

H
HN

P ee

N-N

['ICl]

0.203

ECFP 6

1333660716

Q

N.

i o
N'N
H

5

[IClCED S CLeH
FPIClCE

0.0746

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

1996767644

i3
—~y

[*HIcHI:[cHI:e] (1"
D]

-0.251

ECFP_6

642810091

[1:[elCD):["]

-0.247

ECFP_6

1182236392

:\ro
Ny
N/
N

o~

N-N

[*):[cH]:["]

-0.232
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TOPKAT _Carcinogenic_Potency TD50 Mouse

o

e
:

HN
NH

N
\
N

e

N—N

C19H19N7O

Molecular Weight: 361.40046
ALogP: 3.399

Rotatable Bonds: 5
Acceptors: 5

Donors: 3

Structural Similar Compounds

Name Phenolphthalein 646 542

Structure

AND Enantiomer

OH
N,
HO Q S }
9
O O

N~
~o
o
HO [e]

Actual Endpoint (-log C) 2.43468 0.937339 4.79932
Predicted Endpoint (-log 3.66084 3.26294 3.6353
C)
Distance 0.751 0.813 0.818
Reference CPDB CPDB CPDB

Model Prediction

Prediction: 7.62

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 11.3
Mahalanobis Distance p-value: 0.000436

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 or appearing too infrequently
in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*D:n:1:n:[*]
3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 655739385 © 0.229
e
N
s

N-N

[*]:n:[]
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H
HN

P ee
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ECFP 6
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Q
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i o
N'N
H

5

[IClCED S CLeH
FPIClCE

0.0746

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

1996767644
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—~y

[*HIcHI:[cHI:e] (1"
D]
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ECFP_6

1182236392

:\ro
Ny
N/
N

o~

N-N

[*):[cH]:["]

-0.232







8a TOPKAT _Carcinogenic_Potency TD50 Mouse

ﬁ Structural Similar Compounds
HN _s Name 4-Chloro-6-(2,3-xylidino)- |542 Ochratoxin A
= 2-pyri-mi-dinylthio(N-b-
hydroxy-ethyl) acetamide
HN Structure

NH ¢ AND Enantiomer

N‘/ *\ﬁ

N—N
HO
CisHioN,S :
Molecular Weight: 329.42325 Actual Endpoint (-log C) 3.91517 4.79932 4.79932
ALogP: 3.388 E;edlcted Endpoint (-log 3.92186 3.6353 3.6353
Rotatable Bonds: 7 Distance 0.669 0.683 0.683
Acceptors: 5 Reference CPDB CPDB CPDB

Donors: 3

Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

Prediction: 18.5 in the training set.

Unit: mg/kg_body_weight/day 1.  All properties and OPS components are within expected ranges.
Mahalanobis Distance: 11.3 2. Unknown ECFP_2 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*D:n:1:n:[*]
Mahalanobis Distance p-value: 0.000422 3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a 4. Unknown ECFP_2 feature: 150794520: [*INC(=S)N[*]

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%rgr(wjIr;(t;ropertles (e.g., fingerprints), the MD p-value is wildly ECFP_6 6555739385 D.229

No

N
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T Z

e
¥

g

N—N

[(l:n:l]
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0.0746

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

1996767644
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[*J:[cH]:[cHE:[e](:[*
D[]
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8b TOPKAT _Carcinogenic_Potency TD50 Mouse

Structural Similar Compounds
Name 542 Ochratoxin A 4-Chloro-6-(2,3-xylidino)-
2-pyri-mi-dinylthio(N-b-
HN s hydroxy-ethyl) acetamide
\f Structure cl
HN
“SNH < Nﬁ
N~ RN )%N NH
,L . OH O*H
\/”\< / L
\ S
HO o
HO
CigHsN;S Actual Endpoint (-log C 4.79932 4.79932 3.91517
Molecular Weight: 383.51369 al Endpoint (‘log C) : : :
ALogP: 4.898 E;edlcted Endpoint (-log 3.6353 3.6353 3.92186
Rotatable Bonds: 7 Distance 0.716 0.716 0.764
Acceptors: 5 Reference CPDB CPDB CPDB

Donors: 3

Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

Prediction: 6.43 in the training set.

Unit: mg/kg_body_weight/day 1.  All properties and OPS components are within expected ranges.
Mahalanobis Distance: 12.6 2. Unknown ECFP_2 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*D:n:1:n:[*]
Mahalanobis Distance p-value: 9.23e-007 3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a 4. Unknown ECFP_2 feature: 150794520: [*INC(=S)N[*]

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%rgr(wjIr;(t;ropertles (e.g., fingerprints), the MD p-value is wildly ECFP_6 6555739385 D.229

N
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N
e

N-N

[*]:n:[]
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Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6
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cl Structural Similar Compounds

Name 646 Phenolphthalein C.l. pigment red 3

Structure OO
N OH
N NH OH

N—N
Actual Endpoint (-log C) 0.937339 2.43468 0.937339
C19H17C|N6 Predicted Endpoint (-log 3.26294 3.66084 3.17837
Molecular Weight: 364.83147 C)
ALogP: 4.967 Distance 0.726 0.754 0.847
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 or appearing too infrequently

Model Prediction in the training set.
Prediction: 3.41 1. OPS PC24 out of range. Value: -4.6354. Training min, max, SD, explained variance: -4.4826,
Unit: mg/kg_body_weight/day 38729, 1.034, 0.0133, o . .

— ' 2. OPS PC26 out of range. Value: -3.6943. Training min, max, SD, explained variance: -2.9667,
Mahalanobis Distance: 13.3 3.5042, 1.009, 0.0127.
Mahalanobis Distance p-value: 1.93e-008 3. Unknown ECFP_2 feature: -1507082173: [*][c]1:[*]:[*:[c]G:[*]):n:1:n:[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a 4.  Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]

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. Featu re CO ntri b ution

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 TOp features for pOSItIVG 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

normal X properties (e.g., fingerprints), the MD p-value is wildl

acourate, 7o Loe (6.9 fngerprints) P | [EcFr s 655739385 o @\‘ 0.229
1

NN

pues

N—N

["1:n:["]
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Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6
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DTl
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N—N

C19H17FN6

Molecular Weight: 348.37688
ALogP: 4.508

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name 646 Phenolphthalein C.l. pigment red 3
Structure
99 .
OH -
o 0. >0
N 0 Q / H "
~ : H
B O v
No o
o

Actual Endpoint (-log C) 0.937339 2.43468 0.937339
Predicted Endpoint (-log 3.26294 3.66084 3.17837
C)
Distance 0.726 0.744 0.840
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 4.41

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 11.7

Mahalanobis Distance p-value: 8.38e-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 or appearing too infrequently

in the training set.

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

2. Unknown ECFP_2 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*D:n:1:n:[*]

3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 655739385 Fa : 0.229
[l
N\N
~ I

N—N

(][]




ECFP_6

1559650422

F.
]
N\N

v
1

~ X1

N—N

['ICr]

0.203

ECFP 6

1925046727

F.
Il
N\N

d
1

o~

N—=N

[1C=["]

0.145

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

1996767644

RN

Ny

y
[*J:[cH]:[cHE:[e](:[*
D]

-0.251

ECFP_6

642810091

F.
1
N\N

d
3

X1

N—N

1l

-0.247

ECFP_6

1182236392

RN

Ny

ues

N—=N

[*1:[cH]:["]

-0.232
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HO

N—N

C19H18NGO

Molecular Weight: 346.38582
ALogP: 4.061

Rotatable Bonds: 5
Acceptors: 6

Donors: 2

Structural Similar Compounds

Name

Phenolphthalein 646

C.l. pigment red 3

Structure

OH
g N

_o 70\N;/o
HO i H
O e ‘ "
0 Nao
(o]

Actual Endpoint (-log C) 2.43468 0.937339 0.937339
Predicted Endpoint (-log 3.66084 3.26294 3.17837
C)
Distance 0.706 0.725 0.842
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 10.5

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 12.6

Mahalanobis Distance p-value: 1.12e-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 or appearing too infrequently

in the training set.

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

2. Unknown ECFP_2 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*D:n:1:n:[*]

3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure

Score

ECFP_6

655739385

1

N—N

[*l:n:[]

0.229




ECFP_6 1559650422 HO. : 0.203
1
N\N
~ X
N—N
[ICr*]
ECFP_6 £1925046727 HO. : 0.145
i
N\N
~ X
N—N
[1C=["]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 2019062761 HO. : -0.258
I
N\N
~ X
N—N
(LLel:'DO
ECFP_6 1996767644 o -0.251
IN~| .
N-N
[T:LeH]:[cH]:[el:[*
D]
ECFP_6 642810091 £0.247

\/\« !

N—N

(LelCID):[]
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ON

C19H17N702

Molecular Weight: 375.38397
ALogP: 4.197

Rotatable Bonds: 6
Acceptors: 7

Donors: 1

Structural Similar Compounds

Name 646 Azathioprine s 470
Structure OO
OH NN \N/\\
Ny R - \ A{N
I N
No \\’N ] /N‘Qo
H o
Actual Endpoint (-log C) 0.937339 4.49253 4.62839
Predicted Endpoint (-log 3.26294 4.28607 3.93264
C)
Distance 0.738 0.827 0.842
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 5.83

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 11.8

Mahalanobis Distance p-value: 4.31e-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 or appearing too infrequently

in the training set.

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

2. Unknown ECFP_2 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*D:n:1:n:[*]

3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 655739385 ONS~ : 0.229
[l
N\N
o~




ECFP_6

1559650422

ON \@\‘
I

N

cd
3

o~

N—N

['ICl]

0.203

ECFP 6

1925046727

~ X

N—N

[1C=["]

0.145

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

1996767644

OZN\@\‘
l

iy

e

N=N
[*J:[eHL:[eHL:[e] ("
[

-0.251

ECFP_6

642810091

~ X

N—N

(LGN

-0.247

ECFP_6

1182236392

ON \@\‘
|

Ny

Jues

N—N

[*]:[cH]:["]

-0.232
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[¢]
HOOC
C22H19N7()3S
Molecular Weight: 461.49635
ALogP: 3.42

Rotatable Bonds: 7
Acceptors: 8
Donors: 2

Structural Similar Compounds

Name 223 420 Salicylazosulfapyridine
Structure Je——
>
O HN X
I I_o
. a
N N: N: N\
HO N
~ H
O/‘O‘ o HO \0
Actual Endpoint (-log C) 5.08368 2.78302 2.5034
Predicted Endpoint (-log 5.08273 3.31546 3.54214
C)
Distance 0.966 0.993 0.997
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 8.9

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 12.3

Mahalanobis Distance p-value: 5.52e-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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown ECFP_2 feature: 1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]

3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
4,

Unknown ECFP_2 feature: 78665610: [*][c]1:[*]:[*]:[C]C[*]):n:1:nC*D):[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

655739385

N i

s paN
N
NHI; f_

COOH

[*]:n:[]

0.229




ECFP_6 1559650422 MTIE? 0.203
2?’N"N N
=N
st !
COOH
["1Cr]
ECFP_6 175146122 I 0.107
’\S"’N'N_‘N
¢
[IC=LTEICeHI T
“I):[eHLT]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1996767644 L0.251
g’
[*1:[cHEFEH]:[c]:[*
]
ECFP_6 642810091 Y@ L0.247
Na,
t?’MN N
NH!; §
COOH
[ELelCID:
ECFP_6 £0.232

182236392
NNNI |
J,N. SN
=N
@N;[O ]

COCH

[*1:[cH]:["]
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Structural Similar Compounds

VAR Name 223 Azathioprine s 420
N
\ Structure PRS-
TN, i
s _/
AN N
. [ " NN N
N \ N
o AN /g{ NQN N N
N
SR e e ot
ON
Actual Endpoint (-log C) 5.08368 4.49253 2.78302
C21H18N803S Predicted Endpoint (-log 5.08273 4.28607 3.31546
Molecular Weight: 462.48441 C)
ALogP: 3.685 Distance 0.968 0.975 0.979
Rotatable Bonds: 7 Reference CPDB CPDB CPDB
Acceptors: 8 - —
Donors: 1 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.
Prediction: 8.57 1.  All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: 1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]
3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
4.  Unknown ECFP_2 feature: 78665610: [*][c]1:[*]:[*]:[c]:[*]):n:1:n(:[*]):[*]

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 11.7

Mahalanobis Distance p-value: 9.42e-005
Mahalanobis Distance: The Mahalanobis distance (MD) is a

generalization of the Euclidean distance that accounts for Feature Contribution

correlations among the X properties. It is calculated as the

distance to the center of the training data. The larger the MD, the T4 ; A

less trustworthy the prediction. Top features for positive contribution
Mahalanobis Distance p-value: The p-value gives the fraction of i i i i

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 ECFP 6 655739385 0.229
the p-value, the less trustworthy the prediciton. For highly non- - ’
normal X properties (e.g., fingerprints), the MD p-value is wildly S

inaccurate. M

s paN
N
NHI; f_

NO,
(Tn:l]




ECFP_6 1559650422 MTIE? 0.203
'\;YN"N N
=N
st 7
NO,
[IC["]
ECFP_6 781519895 MTI;? 0.0797
'\;YN"N N
=N
g !
NO,
[*1[O-]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1996767644 -0.251
g’
[*1:cHYeH]:[e](:[*
)iy
ECFP_6 642810091 -0.247
Z)\,N. N
=N
NH1; f_
NO,
CLLe)GI:]
ECFP_6 £0.232

182236392
N i

NO,
(L:[eHL]
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Structural Similar Compounds

PSS Name 420 Salicylazosulfapyridine Azathioprine s
N
Structure
s —/ N |
N x PN N
e 2y
NN g \ N
o S, o Q N /k(
N\N N
svsTaN Peg Tk
g;u o//“\o ° H (6]
H,NO .S
Actual Endpoint (-log C) 2.78302 2.5034 4.49253
C21H20N80352' Predicted Endpoint (-log 3.31546 3.54214 4.28607
Molecular Weight: 496.56529 C)
ALogP: 2.496 Distance 0.936 1.012 1.033
Rotatable Bonds: 7 Reference CPDB CPDB CPDB
Acceptors: 8 - —
Donors: 2 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.
Prediction: 5.54 1.  All properties and OPS components are within expected ranges.

2. Unknown ECFP_2 feature: 1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]
3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
4.  Unknown ECFP_2 feature: 78665610: [*][c]1:[*]:[*]:[c]:[*]):n:1:n(:[*]):[*]

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 12.4

Mahalanobis Distance p-value: 2.36e-006
Mahalanobis Distance: The Mahalanobis distance (MD) is a

generalization of the Euclidean distance that accounts for Feature Contribution

correlations among the X properties. It is calculated as the

distance to the center of the training data. The larger the MD, the T4 ; A

less trustworthy the prediction. Top features for positive contribution
Mahalanobis Distance p-value: The p-value gives the fraction of i i i i

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 ECFP 6 655739385 0.229
the p-value, the less trustworthy the prediciton. For highly non- - ’
normal X properties (e.g., fingerprints), the MD p-value is wildly S

inaccurate. M

s PN
N
NHI; f_

SO NH,
WHE




ECFP_6 1572579716 0.225
s
S)»N. _\NN
NH!; f
SO NH,
[*IN
ECFP_6 1559650422 N\'/? 0.203
s
S)~,N. _\NN
g !
SO NH,
[IC["]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1996767644 -0.251
N).:N.I iN
S =
g’
("] [cH]:[c](:[*
)iy
ECFP_6 642810091 N\'/@ -0.247
'\;)"N"N SN
NH!; K_N
SO NH,
CELelCED:I]
ECFP_6 £0.232

-182236392 N\(@
ZYMN SN
@N;[o

=N
SO ,NH,
[(L:[eh]
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N\N
N /<

N

e

N—N

C,sH.N,0S

Molecular Weight: 341.39089
ALogP: 2.008

Rotatable Bonds: 5
Acceptors: 6

Donors: 1

Structural Similar Compounds

Name Azathioprine s 646 470
Structure OO
NN \N/\\ OH
~ A(N oo
| .
\\/N N— Mo
e)
H o

Actual Endpoint (-log C) 4.49253 0.937339 4.62839
Predicted Endpoint (-log 4.28607 3.26294 3.93264
C)
Distance 0.724 0.810 0.814
Reference CPDB CPDB CPDB

Model Prediction

Prediction: 14.9

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 10.7
Mahalanobis Distance p-value: 0.00395

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 or appearing too infrequently

in the training set.

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

Unknown ECFP_2 feature: 78665610: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n(C:[*]):[*]

2.
3. Unknown ECFP_2 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
4 Unknown ECFP_2 feature: 1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 655739385 N 0.229
N
I
Y
N—N

[l




ECFP_6

1572579716

0.225

ECFP 6

1559650422

["1C["]

0.203

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

1996767644

(o] N—~N
HN S’Q\
1

ﬂm

N—N

[*J:[cH]:[cHE:[c](:[*
Dl

-0.251

ECFP_6

642810091

(0] N—N
i/

sz/\s* )
I

Y

N—N

[1:[elCID):[]

-0.247

ECFP_6

1182236392

(0] N—N
Y. 4
H,N S’< )

)

Y

N—N

[(1:leHL]

-0.232
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TOPKAT _Carcinogenic_Potency TD50 Mouse

NH
HO
0 0 OH o) o~
HO [
OH I
OH o)
C27H29Noll

Molecular Weight: 543.51925
ALogP: -4.4e-002

Rotatable Bonds: 5
Acceptors: 12

Donors: 6

Structural Similar Compounds

Name 532 338 380
Structure
OH ‘O « o OH
OO0
Actual Endpoint (-log C) 4.38903 4.39533 4.48977
Predicted Endpoint (-log 5.60554 4.31268 6.22716
C)
Distance 0.909 0.937 0.952
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 11.2

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 16.6

Mahalanobis Distance p-value: 3.86e-018

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 or appearing too infrequently

in the training set.

©CoNoOA~WNE

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:

140080459: [*]CC(O)(C[*])C(=[*])[*]
456242574 [*|IC([*])OC[*)[*]
-1783281539: [*]CC(=0)C(I*N(*NI*]
-1907393688: [*]C(=[*])CO
1535429263: [*|OC(C)C([*))[*]
1201786014: [*]CC(N)C([*)[*]
-932844120: [*]C([*])N
-2061744983: [*]CC(O[*])O[*]

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Sc0re




ECFP_6

1572579716

NH,
HO

o

-’

O (¢}

(0]
HO OH O
2040

H
° OH O

:

[IN

0.225

ECFP 6

1559650422

NH,
HO

o

g

(0]

o

(0]
HO OH O
2040
OH

OH O

1]

:

0.203

ECFP_6

683445015

NH,
HO

o

-

(0] [¢)

(0]
HO OH O
AN

OH
OH O

:

(1007

0.136

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

2106656448

NH,
HO

o
:

(¢} (¢}

(0]

HO OH O
NI
H

° OH O

[IC(=0)"]

-0.275

ECFP_6

2019062761

NH,

)
(o) o]

HO OH O

A~
OH

OH O

["1:[elCI'DO

g

(o)

:

-0.258




ECFP_6

1996767644

OH O
[*J:[cH]:[cHE:[e](:[*
Dl

-0.251
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N—N

C19H25N7O

Molecular Weight: 367.44809
ALogP: 3.681

Rotatable Bonds: 5
Acceptors: 5

Donors: 3

Structural Similar Compounds

Name 542 Ochratoxin A Fluvastatin
Structure
> g
: —~
N —
OH O
HO
HO
HO \O HO
Actual Endpoint (-log C) 6.59334 6.47264 3.51742
Predicted Endpoint (-log 5.06501 5.06501 5.41573
C)
Distance 0.659 0.659 0.675
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 0.651

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 14.7

Mahalanobis Distance p-value: 2.78e-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 or appearing too infrequently

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 1043250487 Q 1.15
h e
N
gues
N-N

[FICC(CI'INI]




FCFP_6

0.234

FCFP_6

-885550502

Ne
yN

"\‘/
gues
N=N

FIC(INCEDE

0.229

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

1175638033

Q

N O
HY
Y

puee

N-N

[*]C1[*]CCCCA

-0.512

FCFP_6

001735244

Q

N\rO

H
Ny

0
[*1:[e]1:[*):[cH]):[cH
J:[cH]:[cH]:1

-0.422

FCFP_6

16

:\ro
Ny
N/
N

o~

N-N

[*):[cH]:["]

-0.354
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o

T
:

HN
NH

N
|
N

S

N—N

C19H19N7O

Molecular Weight: 361.40046
ALogP: 3.399

Rotatable Bonds: 5
Acceptors: 5

Donors: 3

Structural Similar Compounds

Name Fluvastatin 913 4-(2-Hydroxyethylamino)-
2-(5-nitro-2-
thienyl)quinazoline

Structure

'o_,f
O L J

HO

HO

— N
‘g
NS

P

HO

Actual Endpoint (-log C) 3.51742 3.51742 5.22831
Predicted Endpoint (-log 5.41573 5.41573 4.31976
C)

Distance 0.716 0.716 0.726
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 19.9

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 14.7

Mahalanobis Distance p-value: 2.53e-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 or appearing too infrequently

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

l >

0.234




FCFP_6

307419094

Q

N.

i o
N'N
H

gues

[IClCED S CLeH
FPILClCE

0.121

FCFP_6

-1272798659

>

N, O
HY
Y
d
S

N-N

[*jccc

0.11

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

%
50
[*L:[e]1:[*1:[cH]:[cH
]:[cH]:[cH]:1

-0.422

FCFP_6

-2093839777

N-N
[*1[c]1:[cH]:[cH]:[cH
1:[cH]:[cH]:1

-0.378

FCFP_6

16

:\ro
Ny
N/
N

o~

N-N

[*):[cH]:["]

-0.354
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HN és
HN
NH
N
|
N
e
N—N
C15H19N7S
Molecular Weight: 329.42325
ALogP: 3.388

Rotatable Bonds: 7
Acceptors: 5
Donors: 3

Structural Similar Compounds

Name 4-(2-Hydroxyethylamino)- |4-Chloro-6-(2,3-xylidino)- |Fluvastatin
2-(5-nitro-2- 2-pyri-mi-dinylthio(N-b-
thienyl)quinazoline hydroxy-ethyl) acetamide

Structure .
ro_’f cl
i’ g
/ e

= N
’
NS

NH

J

HO

P
.
p ‘X

HO

§

HO

HO

Actual Endpoint (-log C) 5.22831 4.75226 3.51742
Predicted Endpoint (-log 4.31976 3.29421 5.41573
C)

Distance 0.623 0.629 0.638
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 34.6

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 12.8

Mahalanobis Distance p-value: 1.55e-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 or appearing too infrequently

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 h

B
S
N

s

I

N—N

['I=0

0.234




FCFP_6

-885550502

N
m\rs

HN
z

ues

N—N

FIC(DINC(E=DI

0.229

FCFP_6

307419094

C:\rs

Y

H
’:
e
NN

(lclC):Le](:[eH
LCD:CICED

0.121

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

-1272709286

h
g
N

T Z

s

X

N—=N

[*INCC

-0.526

FCFP_6

001735244

3
m\rs
Ny
d

/1

N=N
[*I:[c]1:[*):[cH]:[cH
J:[cH]:[cH]:1

-0.422

FCFP_6

16

h
N
NN

R

N=N

[*1:[cH]:["]

-0.354
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N—N

C19H25N7S

Molecular Weight: 383.51369
ALogP: 4.898

Rotatable Bonds: 7
Acceptors: 5

Donors: 3

Structural Similar Compounds

Name

913 Fluvastatin

542

Structure

HO

HO

AND Enantiomer

Actual Endpoint (-log C) 3.51742 3.51742 6.59334
Predicted Endpoint (-log 5.41573 5.41573 5.06501
C)

Distance 0.618 0.618 0.671
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 0.873

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 14.4

Mahalanobis Distance p-value: 1.34e-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 or appearing too infrequently

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 1043250487 Q 1.15
o
N
gues
N-N

[FICC(CI'INI]




FCFP_6

HN

e

N-N

['I=0

0.234

FCFP_6

-885550502

S

"\‘/
—~
N=N

FIC(INCEDE

0.229

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

1175638033

Q

NS
HY
Y

puee

N-N

[*]C1[*]CCCCA

-0.512

FCFP_6

001735244

N\rS
Ny

0
[*1:[e]1:[*):[cH]):[cH
J:[cH]:[cH]:1

-0.422

FCFP_6

16

:\rs
Ny
N/
N

o~

N-N

[*):[cH]:["]

-0.354
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Cl

N—N

C,oH;;CINg

Molecular Weight: 364.83147
ALogP: 4.967

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name Indomethacin 646 Omeprazole
Structure
O | G
o
N NaL —
N - H
v C | en O
¢ oH Mo \C[N%\\O "
o
Actual Endpoint (-log C) 5.49293 2.41938 3.4628
Predicted Endpoint (-log 4.9569 3.77987 47324
C)
Distance 0.621 0.680 0.711
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 2.51

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 13.1

Mahalanobis Distance p-value: 3.12e-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 or appearing too infrequently

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

RN

NN

d
J

~

N—N

['I=0

0.234




FCFP_6

32 cl
: |

0.154

FCFP_6

203677720

RSN

Nen

puee

N=N
[1=Cle]CleHL
cHI["]

0.137

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

001735244 j

NN

Pues

N-N
[*1:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.422

FCFP_6

16 cl C
1

NN

d
3

X1

N—N

[*):[cH]:["]

-0.354

FCFP_6

17 cl C
1

NN

pues

N—N

W

-0.149
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N—N

C19H17FN6

Molecular Weight: 348.37688
ALogP: 4.508

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name Indomethacin 646 Bemitradine
Structure
o>/®/<’ OO oH
N NS
NN -
W .
(o) o Y]
o
Actual Endpoint (-log C) 5.49293 2.41938 2.71351
Predicted Endpoint (-log 4.9569 3.77987 4.65043
C)
Distance 0.616 0.681 0.688
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 2.67

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 13.2

Mahalanobis Distance p-value: 2.07e-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 or appearing too infrequently

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

F@
1
Ny

N

4
1

o~

N—=N

['I=0

0.234




FCFP_6

32

0.154

FCFP_6

203677720

~Z 4
7
82

~

N-N
[1=Cle]CleHL
cHI["]

0.137

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

RN

Ny

ues

N-N
[*1:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.422

FCFP_6

16

F.
]
N\N

d
1

X

N—N

[*1:[cH]:["]

-0.354

FCFP_6

17

RN

Ny

gues

N—=N

WEE

-0.149
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HO Structural Similar Compounds

Name Phenolphthalein 646 Omeprazole

Structure
N o | CI
\NH OH
o—
.
N
° O T

N

‘ Mo

N

\/\< / °
N—N
Actual Endpoint (-log C) 2.54766 2.41938 3.4628
C19H18N60 ) Predicted Endpoint (-log 3.7508 3.77987 47324
Molecular Weight: 346.38582 C)
ALogP: 4.061 Distance 0.671 0.680 0.698
Rotatable Bonds: 5 Reference CPDB CPDB CPDB
Acceptors: 6 - —
Donors: 2 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

Model Prediction in the training set.
Prediction: 20.5 1. OPS PC7 out of range. Value: 6.5394. Training min, max, SD, explained variance: -5.0422,

Unit: mg/kg_body_weight/day 6.1749, 1.868, 0.0335.

Mahalanobis Distance: 13.1 - -
Mahalanobis Distance p-value: 2.81e-006 Feature Contribution

Mahalanobis Distance: The Mahalanobis distance (MD) is a Top features for positive contribution
generalization of the Euclidean distance that accounts for

correlations among the X properties. It is calculated as the Fingerprint Bit/Smiles Feature Structure Score
distance to the center of the training data. The larger the MD, the

less trustworthy the prediction. FCFP_6 i HOO\\ 0.234
)

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- N
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.




FCFP_6

203677720

"0

Ny

ues

N=N
[I=Cle]l(:[cHL:["])
cHI[]

0.137

FCFP_6

307419094

QL

Ny

Pues

N=-N
(lclCT):Le](:[eH
LCDLEICED

0.121

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

001735244 N

NN

Pues

N-N
[*1:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.422

FCFP_6

-0.372

FCFP_6

16 HO . C
1

e

N—N

[*]:[cH]:["]

-0.354
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ON Structural Similar Compounds
Name C.l. direct brown 95 4-Morpholino-2-(5-nitro-2- |4-Bis(2-
thi-enyl)quinazoline hydroxyethyl)amino-2-(5-
nitro-2-thienyl)quinazoline
N Struct
~ ructure I o 'o_,f
0% 0o=N
My — /
-
T 7 E e
\/\<N N @ b
\ / LN \ |
v Q, 9 I
o o K/o HO OH
C1eH1/N;O, -
Molecular Weight: 375.38397 Actual Endpoint (-log C) 5.31387 4.83293 5.05984
. Predicted Endpoint (-log 4.30266 4.97658 4.23808
ALogP: 4.197 C)
Rotatable Bonds: 6 Distance 0.677 0.691 0.707
Acceptors: 7 Reference CPDB CPDB CPDB

Donors: 1

Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Prediction: 1.99 in the training set.

Unit: mg/kg_body_weight/day 1.  All properties and OPS components are within expected ranges.
Mahalanobis Distance: 13.6

Mahalanobis Distance p-value: 1.67e-007 Feature Contribution
Mahalanobis Distance: The Mahalanobis distance (MD) is a

generalization of the Euclidean distance that accounts for Top features for positive contribution
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the Fingerprint Bit/Smiles Feature Structure Score
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of FCFP_6 5 o N\@\‘ 0.431
1

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 Ny
inaccurate.

o~

N—N

[lIO-]




FCFP_6

ee

N—N

CIN+(=D

0.336

FCFP_6

1 ON~ :
1

NN

cd
3

~ X

N—N

[I=0

0.234

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

091735244 o

iy

s

N=N
[*1:[e]1:[*1:[cH]:[cH
]:[cH]:[cH]:1

-0.422

FCFP_6

16 ON
II

~ X

N—N

[*]:[cH]:["]

-0.354

FCFP_6

1872392852 OZN\©\‘
[l

Ny

Jues

N—N

FIIN+](=0)["]

-0.155
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NN
[¢]
HOOC
C22H19N7()3S
Molecular Weight: 461.49635
ALogP: 3.42

Rotatable Bonds: 7
Acceptors: 8
Donors: 2

Structural Similar Compounds

Name C.l. direct brown 95 4-Bis(2- 623
hydroxyethyl)amino-2-(5-
nitro-2-thienyl)quinazoline

Structure

§ ‘ol

— N
‘2
NS

N

J

O Na

o ° HO OH
Actual Endpoint (-log C) 5.31387 5.05984 2.39985
Predicted Endpoint (-log 4.30266 4.23808 3.4177
C)
Distance 0.827 0.833 0.840
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 25.2

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 17.2

Mahalanobis Distance p-value: 2.58e-018

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 or appearing too infrequently

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 h

N'HJ ?
Ny

Yaliel
v

COOH

['I=0

0.234




FCFP_6

203677720

)

["1=CIERICHL]):
cHI["]

0.137

FCFP_6

-1272768868

COCH

[1SCC(=[")I'

0.127

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

)

[*1:[c11°PY!icH]:[cH
J:[cH]:[cH]:1

-0.422

FCFP_6

N i

o

COCH

[10

z

-0.372

FCFP_6

16

NNNI |
g,N. SN

=N
@N;[O ]

COCH

[*1:[cH]:["]

-0.354
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Structural Similar Compounds

AR Name 623 C.l. direct brown 95 4-Bis(2-
N hydroxyethyl)amino-2-(5-
>\/N\N N nitro-2-thienyl)quinazoline
N
—/ Structure
e " %, o~
n A\ NH o ° N
o o N 74
\O'

0 A
e
Na
Q S
HN

p )
OzN O\N A N’/O ©\fo J/ \L
e

o=

o o HO OH
CarH1eNsO055 Actual Endpoint (-log C 2.39985 5.31387 5.05984

Molecular Weight: 462.48441 al Endpoint (‘log C) : ' '

ALogP: 3.685 E;edlcted Endpoint (-log 3.4177 4.30266 4.23808

Rotatable Bonds: 7 Distance 0.803 0.829 0.843

Acceptors: 8 Reference CPDB CPDB CPDB

Donors: 1

Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Prediction: 5.43 in the training set.

Unit: mg/kg_body_weight/day 1.  All properties and OPS components are within expected ranges.
Mahalanobis Distance: 17

Mahalanobis Distance p-value: 1.16e-017 Feature Contribution

Mahalanobis Distance: The Mahalanobis distance (MD) is a

generalization of the Euclidean distance that accounts for Top features for positive contribution
correlations among the X properties. It is calculated as the

distance to the center of the training data. The larger the MD, the Fingerprint Bit/Smiles Feature Structure Score
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of FCFP_6 5 0.431
o N, ;(\

training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller N
the p-value, the less trustworthy the prediciton. For highly non- NNy

normal X properties (e.g., fingerprints), the MD p-value is wildly S =\
inaccurate. NH[;

P

NO,
[*1[O-]




FCFP_6 8 Y? 0.336
Ns
=N
’5[0 ]
NO,
CIIN+IEDE
FCFP_6 il ? 0.234
'\;YN"N_‘ N
g
NO,
[*I=0
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.422
5’
[*1:[c] MP#]:[cH]:[cH
J:[cH]:[cH]:1
FCFP_6 16 ? -0.354
'\;)"N"N SN
g
NO,
[(leH]:["]
FCFP_6 590925877 -0.323

N
)',N. EEN

Lo
NH o

p

["IN[c]tteH]:["]):c
HI:["]
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Structural Similar Compounds

N> Name 623 4-Bis(2- 418
N hydroxyethyl)amino-2-(5-
>\/N\N N nitro-2-thienyl)quinazoline
N
—/ Structure
e " o
n N NHo o /"
o 1o / O
\O'

— N
‘2
Na NQN Na Na
NS
HO
HN -
' E ?
H,NO S O\N‘ N7/0 J/ \L e 3
S

o=

HO OH
CarHzoNsO5, Actual Endpoint (-log C) 2.39985 5.05984 2.9349
Molecular Weight: 496.56529 2 =ndpoint 1709 ' ' '
ALogP: 2.496 E;edlcted Endpoint (-log 3.4177 4.23808 3.45907
Rotatable Bonds: 7 Distance 0.800 0.870 0.870
Acceptors: 8 Reference CPDB CPDB CPDB

Donors: 2

Model Applicability

Model Prediction Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Prediction: 22 in the training set.

Unit: mg/kg_body_weight/day 1.  All properties and OPS components are within expected ranges.
Mahalanobis Distance: 15.7

Mahalanobis Distance p-value: 1.78e-013 Feature Contribution
Mahalanobis Distance: The Mahalanobis distance (MD) is a

generalization of the Euclidean distance that accounts for Top features for positive contribution
correlations among the X properties. It is calculated as the
distance to the center of the training data. The larger the MD, the Fingerprint Bit/Smiles Feature Structure Score
less trustworthy the prediction.

Mahalanobis Distance p-value: The p-value gives the fraction of FCFP_6 1 0.234
o N, ;(\

training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller N
the p-value, the less trustworthy the prediciton. For highly non- NNy

normal X properties (e.g., fingerprints), the MD p-value is wildly [s {:N
NH
[¢)

inaccurate.

SO NH,

['I=0




FCFP_6 P03677720 0.137
¢’
[ECIC](leHI
CcHI[']
FCFP_6 11272768868 0.127
NN
ZyN. SN
=N
g !
SO NH,
(ISCCE=DI
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.422
g’
["fed1:[):[cH]:[cH
J:[cH]:[cH]:1
FCFP_6 16 @ -0.354
Z)"N'N “N
NH!; K_N
SO ,NH,
[(*l:eH]:[*]
FCFP_6 590925877 -0.323

)

NG LeH][]):[e
HI:["]
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@) N—N

\
/
Hsz84N \
|

N

e

N—N

C,sH.N,0S

Molecular Weight: 341.39089
ALogP: 2.008

Rotatable Bonds: 5
Acceptors: 6

Donors: 1

Structural Similar Compounds

Name 4-(2-Hydroxyethylamino)- |4-Morpholino-2-(5-nitro-2- |4-Bis(2-
2-(5-nitro-2- thi-enyl)quinazoline hydroxyethyl)amino-2-(5-
thienyl)quinazoline nitro-2-thienyl)quinazoline
Structure
70—% -o—f
4 4

= N
’
NS

NH

J

<R

— N
‘g
NS

I

HO HO OH
Actual Endpoint (-log C) 5.22831 4.83293 5.05984

Predicted Endpoint (-log 4.31976 4.97658 4.23808

C)

Distance 0.662 0.675 0.678

Reference CPDB CPDB CPDB

Model Prediction
Prediction: 23.3

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 14.5

Mahalanobis Distance p-value: 1.12e-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 or appearing too infrequently

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

O?‘/\ N—N

&
H,N s
I

0.234




FCFP_6

1272768868

Hoz/\s ’«

\/\«m

N—N

N—N
\
1

[1SCC(E=[DI]

0.127

FCFP_6

307419094

[¢] N—N
szl\s’« :
1

an : :

N—N

CC]CLD):e](:[eH
LEDLelCID):)

0.121

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

(o] N—~N
HN S’Q\
1

ﬂm

N—N

[*1:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.422

FCFP_6

16

N—N
\

Hoz/\s ’«

\/\«m

N—N

[(L:leHLT]

-0.354

FCFP_6

566058135

HOR/\S ’«

\/\«m

N—N

N—N
\
1

[FICC(=0O)N["]

-0.182
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NH
HO
0 0 OH o) o~
HO [
OH I
OH o)
C27H29Noll

Molecular Weight: 543.51925
ALogP: -4.4e-002

Rotatable Bonds: 5
Acceptors: 12

Donors: 6

Structural Similar Compounds

Name 424 D& Credno.5 Salicylazosulfapyridine
Structure
o\\(\)/o NZ
o o HN X
N HKNH O I_o
jealiSas : IO
OP]/\N ~ OrN . O\\ ‘ y
Y Y AN

N
N
Jy
=
o
NS

HO o

Actual Endpoint (-log C) 4.70022 3.04419 2.39891
Predicted Endpoint (-log 5.67571 4.52866 3.17598
C)

Distance 1.039 1.056 1.057
Reference CPDB CPDB CPDB

Model Prediction
Prediction: 0.861

Unit: mg/kg_body_weight/day
Mahalanobis Distance: 17.4

Mahalanobis Distance p-value: 6.65e-019

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 or appearing too infrequently

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 1043250487 NH, 1.15
B!
wl ¢ oHo O
NI
OH OH O
["ICC(CI'INI]




FCFP_6

136627117

0.69

FCFP_6

565968762

[ICCE=0)C NI
"1

0.266

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

-1272709286

NH,

)
rd

00 o4 o O

AL

OH O

[*INCC

-0.526

FCFP_6

001735244

OH O
[*1:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.422

FCFP_6

-0.372







7a TOPKAT_Chronic_LOAEL
Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
in the training set.
HN o 1. OPS PC18 out of range. Value: -5.5208. Training min, max, SD, explained variance: -4.7991,
“ 6.1674, 1.831, 0.0147.
HN 2. OPS PC31 out of range. Value: 6.0969. Training min, max, SD, explained variance: -4.0208,
“SNH 4.2529, 1.246, 0.0068.
3. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
r‘u - 4, Unknown FCFP_2 feature: 1294344583: [*INN[c](:[*]):[*]
N 5.
6.
\
ey 5
8. Unknown ECFP_6 feature: 672362763: [*]:n(:[*]):[*]
C,oH,sN,O 9. Unknown ECFP_6 feature: 1997021792: [*]:[cH]:[cH]:[cH]:[*]
Molecular Weight: 367.44809 10.  Unknown ECFP_6 feature: 1333660716: [*][c](:[*]):[c]CIcH]:[*D:[c]CI*D:[*]
ALogP: 3.681 E BHEHOWH ESEE_S ;eaturei éggg;gggﬁl‘roiﬁ[ﬁ]';l([%():n:[*]()i[[%])(:[g’;]):[*]
. . nknown _6 feature:  [FelCED:ninG*):
Eotatable .Bonds. > 13.  Unknown ECFP_6 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*]):n:1:n:[*]
ceeptors: 5 14.  Unknown ECFP_6 feature: 1049075205: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]
Donors: 3 15.  Unknown ECFP_6 feature: -1238415266: [*INN[c](:[*]):[*]
— 16.  Unknown ECFP_6 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
Model Prediction 17.  Unknown ECFP_6 feature: 911256832: [*][c]1:[*]:[*]:n:n:1
Prediction: 0.118 18.  Unknown ECFP_6 feature: -1795525632: [*]CC[c]:[*D:[*]
Unit: a/ka bodv weight 19.  Unknown ECFP_6 feature: -1793471910: [*]CCC
- 7Kgty _Weign , 20.  Unknown ECFP_6 feature: 1635339976: [NNC(=[*])[*]
Mahalanobis Distance: Not Available 21.  Unknown ECFP_6 feature: -649580166: [NC(=O)N[*]
Mahalanobis Distance p-value: Not Available 22.  Unknown ECFP_6 feature: -2091181441: [*]C([*)NC(=[*)[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a 23. Unknown ECFP_6 feature: -859078569: [*|CC(C[*])N[*]
generalization of the Euclidean distance that accounts for o4 Unknown ECFP_6 feature: -1332781180: [|CCC[*]

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.

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

-167460056

0.136

ECFP 6

1559650422

0.129

FCFP_6

uN

puee

N-N

[*IN[*]

0.0924

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

T
0
[*1:[e]1:[*):[cH]):[cH
J:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

Q

H'\krO

N.
uN

ges

(1] 1] [CHI: [cH

J:[cH]:[cH]: 1

-0.133




FCFP_6

['I=0

-0.102




7b

TOPKAT_Chronic_LOAEL

v
:

o
HN \NH
N~
J
e
N—N
C19H19N7O
Molecular Weight: 361.40046
ALogP: 3.399

Rotatable Bonds: 5
Acceptors: 5
Donors: 3

Model Prediction

Prediction: 0.142

Unit: g/kg_body_weight
Mahalanobis Distance: Not Available

Mahalanobis Distance p-value: Not Available

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.

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

OPS PC31 out of range. Value: 5.2395. Training min, max, SD, explained variance: -4.0208,

4.2529, 1.246, 0.0068.

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:

-332197802: [*[c]1:[*]:[*1:[elC[¥D):n:Lin:[*]
1294344583: [*INN[C]C:[*D:[*]

672362763: [*]:n(:[*]):[*]

1997021792: [*]:[cH]:[cH]:[cH]:[*]
1333660716: [*][c](:[]):[c]CIeH]:[*D):[e] :[):[*]
1049768340: [*IN[c](:n:[*]):[c1C*D):[*]
835630791: [*[c]C:[*D:n:nC:[*D:[*]
-1507082173: [*][c]1:[*]:*):[c]:I¥D):n:L:n:[*]
1049075205: [*:n1:[*]:[*]:n:[c]: 1:[c]G[*D):[*]
-1238415266: [*INN[c](:[*]):[*]
-435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
911256832: [*][c]1:[*]:[*]:n:n:1
-1795525632: [*]CClc](:[*]):[*]
-1793471910: [*]CCC

1635339976: [*INNC(=[*])[*]

-649580166: [*]NC(=O)N[*]

-177077903: [*IN[C]C[cH]:[*D:[cHI:[*]

Feature Contribution
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 ECFP 6 1550650422 0.129

the p-value, the less trustworthy the prediciton. For highly non-
normal X properties (e.g., fingerprints), the MD p-value is wildly
inaccurate.

>

N O
HY
N

Puee

N-N

['ICl]




FCFP_6

N O
HI\L
u N

R

N-N

[IN[]

0.0924

FCFP_6

-2093839777

>

N O
r
H ﬁN
gues
N-N
[*1[c]1:[cH]:[cH]:[cH
1:[cH]:[cH]:1

0.078

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

%
50
[*L:[e]1:[*1:[cH]:[cH
]:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

T
0
[*1:[e]1:[*):[cH]):[cH
J:[cH]:[cH]:1

-0.133

FCFP_6

-0.102







8a TOPKAT_Chronic_LOAEL
ﬁ Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
HN S in the training set.
1. OPS PC31 out of range. Value: 4.987. Training min, max, SD, explained variance: -4.0208,
HN 4.2529, 1.246, 0.0068.
NH 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
3. Unknown FCFP_2 feature: 1294344583: [*INN[c]C:[*D:[*]
N 4,
| 5.
N 6.
\/\< / 7.
N—N 8. Unknown ECFP_6 feature: 672362763: [*]:n(:[*]):[*]
9. Unknown ECFP_6 feature: 1997021792: [*]:[cH]:[cH]:[cH]:[*]
C1sHiN,S 10.  Unknown ECFP_6 feature: 1333660716: [*][c](:[*]):[c]CIcH]:I*D:[c]CI*D:[*]
Molecular Weight: 329.42325 11.  Unknown ECFP_6 feature: 1049768340: [*IN[c](:n:[*]):[c]C:[*D:[*]
ALogP: 3.388 12. Unknown ECFP_6 feature: 835630791: [*I[c]C:[*):n:n(:[*]):[*]
Rotatable Bonds: 7 13.  Unknown ECFP_6 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*]):n:1:n:[*]
Acceptors: 5 14.  Unknown ECFP_6 feature: 1049075205: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]
D _ 3' 15.  Unknown ECFP_6 feature: -1238415266: [*INN[c](:[*D:[*]
onors: 16.  Unknown ECFP_6 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
— 17.  Unknown ECFP_6 feature: 911256832: [*][c]1:[*]:[*]:n:n:1
Model Prediction 18.  Unknown ECFP_6 feature: -1795525632: [*]CC[c](:.[*]):[*]
Prediction: 0.0717 19.  Unknown ECFP_6 feature: -1793471910: [*]CCC
P . . . nknown 6 feature: I = *
Mahalanobis Distance: Not Available 22.  Unknown ECFP_6 feature: 1979182050: [*|C(=S)[*]
Mahalanobis Distance p-value: Not Available 23.  Unknown ECFP_6 feature: 497523368: [[]CNC(=[])[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a 24. Unknown ECFP_6 feature: -950223878: [*|NCC

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.

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 1559650422 N 0.129
WS
N
~ X
N—N
["ICI]




ECFP_6

-845108448

h
N
it
N

.
1
~ ; ::
N—N

[1=S

0.105

FCFP_6

h
WS

Y

s
1

~

N=N

["IN[']

0.0924

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

N
Mg
Ny
d

/1

N=N
[*L:[e]1:[*1:[cH]:[cH
]:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

m\rs

Moy

poss
[*T:[c]1:[*]):[cH]:[cH
J:[cH]:[cH]:1

-0.133

FCFP_6

h
S
NN

-0.102







8b

TOPKAT_Chronic_LOAEL

S

T
:

HN
“SNH

N
\
N

e

N—N

C19H25N7S

Molecular Weight: 383.51369
ALogP: 4.898

Rotatable Bonds: 7
Acceptors: 5

Donors: 3

Model Prediction

Prediction: 0.0838

Unit: g/kg_body_weight
Mahalanobis Distance: Not Available

Mahalanobis Distance p-value: Not Available

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 or appearing too infrequently

in the training set.

1.

N

OPS PC20 out of range. Value: 6.397. Training min, max, SD, explained variance: -5.771,

6.0322, 1.721, 0.0130.

OPS PC31 out of range. Value: 5.4043. Training min, max, SD, explained variance: -4.0208,

4.2529, 1.246, 0.0068.

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:
Unknown ECFP_6 feature:

-332197802: [*[c]1:[*]:[*1:[clC:[¥D):n:1in:[*]
1294344583: [*INN[c]C:[*D:[*]

672362763: [*:n(:[*]):[*]

1997021792: [*]:[cH]:[cH]:[cH]:[*]
1333660716: [*][c](:[]):[c]C:IcH]:[*):[c] :[):[*]
1049768340: [*IN[C]Gn:[*D:[cICI*D:[*]
835630791: [*][c]C:[*D:n:nC:[*D:[*]
-1507082173: [*][c]1:[*1:*1:[c]:I¥D):n:1:n:[*]
1049075205: [*]:n1:[*]:[*]:n:[c]:1:[c]C[*D:[*]
-1238415266: [*INN[c](:[*]):[*]
-435188506: [*]C[c]1l:n:[*]:[*]:n:1:[*]
911256832: [*][c]1:[*]:[*]:n:n:1
-1795525632: [*]CCIc]:[*D:[*]
-1793471910: [*]CCC

1635339976: [*INNC(=[*])[*]

150794520: [*INC(=S)N[*]

1979182050: [*]C(=S)[*]

-2091181441: [*IC([*NC(=*D[*]
-859078569: [*]CC(C[*)N[*]
-1332781180: [*]CCC[*]

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

-167460056

Neps
i
N/
N

s

N-N

1D

0.136

ECFP 6

1559650422

0.129

ECFP_6

-845108448

uN

puee

N-N

['1=S

0.105

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

0
[*1:[e]1:[*):[cH]):[cH
J:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

Q

H’\krS

N.
uN

ges

(1] 1] [CHI: [cH

J:[cH]:[cH]: 1

-0.133




FCFP_6

['I=0

-0.102




Oa TOPKAT_Chronic_LOAEL
cl Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
in the training set.
1. All properties and OPS components are within expected ranges.
N 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*1:[c]C:[*]):n:1:n:[*]
NH 3. Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]
4,
N 5.
| 6.
N 7.
ﬂ / 8. Unknown ECFP_6 feature: 672362763: [:n(:[]):[]
N—N 9. Unknown ECFP_6 feature: 1997021792: [*]:[cH]:[cH]:[cH]:[*]
c cl 10.  Unknown ECFP_6 feature: 1333660716: [*][c]C:[*D:[C1CIcHI:[*D:[cICI*D):[*]
10M17CING ) 11.  Unknown ECFP_6 feature: 1049768340: [*IN[c](:n:[*]):[c]:[*]):[*]
Molecular Weight: 364.83147 12.  Unknown ECFP_6 feature: 835630791: [*][c]C:[*]):n:n(:[*]):[*]
ALogP: 4.967 13.  Unknown ECFP_6 feature: -1507082173: [*][c]1:[*]:[*]:[c]:[*]):n:1:n:[*]
Rotatable Bonds: 5 14.  Unknown ECFP_6 feature: 1049075205: [*]:n1:[*]:[*]:n:[c]:1:[c](:[*]):[*]
Acceptors: 5 15.  Unknown ECFP_6 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
Donors: 1 16.  Unknown ECFP_6 feature: 911256832: [*][c]1:[*]:[*]:n:n:1
. 17.  Unknown ECFP_6 feature: -1795525632: [*]CC[c](:[*D:[*]
Model Predicti 18.  Unknown ECFP_6 feature: -1793471910: [¥]CCC
odel Prediction 19.  Unknown ECFP_6 feature: -1236714312: [*]=NN[c]C:[*D:[*]
Prediction: 0.059 20. Unknown ECFP_6 feature: 1814278164: [*]N\N=C\[*]
Unit: g/kg_body_weight 21.  Unknown ECFP_6 feature: -1832102709: [*]\N=C\[c](:[*]):[*]
Mahalanobis Distance: Not Available ;é B”E”OW” EgEE_g ;eature: i;gjgi;ég F}:[CIL(]:][(:[]C(ga):[?)lil[]c{']]:[*]
A . . . nknown 6 feature: - : [*Ii[cH]:[c [cH]:[*
Mahalanobis Distance p-value: Not Available 24 Unknown ECFP_6 feature: 99947387: [[c]([])C

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.

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

ECFP_6

1559650422

RN

NN

d
3

~ X1

N—N

["1C["]

Score
0.129




FCFP_6

32

0.101

FCFP_6

~

N—N

[IN["]

0.0924

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

RSN

NN

Pues

N-N
[*1:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

RSN

M

ues

N-N
[*L:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.133

FCFP_6

-0.102
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TOPKAT_Chronic_LOAEL

N—N

C19H17FN6

Molecular Weight: 348.37688
ALogP: 4.508

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Model Prediction

Prediction: 0.0634

Unit: g/kg_body_weight
Mahalanobis Distance: Not Available

Mahalanobis Distance p-value: Not Available

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-

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

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:
Unknown ECFP_6 feature:

-332197802: [*][c]1:[*:[*:[c]GI¥D:n:1:n:[*]

1294285001: [*]=NN[c](:[*]):[*]

672362763: [*]:n(:[*]):[*]

-1046436026: [*]F

1997021792: [*]:[cH]:[cH]:[cH]:[*]
1333660716: [*][c](:[]):[c]C:IeH]:[*):[e] (:[):[*]
1049768340: [*IN[c]C:n:[*D:[c]GD: ¥
835630791: [*][c]C:[*D:n:nC:[*D:[*]
-1507082173: [*1[c]L:[*:[*:[clGIFD:n:1:n:[¥]
1049075205: [*]:n1:[*]:[*]:n:[c]:1:[c]C[*D):[*]
-435188506: [*]C[c]1l:n:[*]:[*]:n:1:[*]
911256832: [*][c]1:[*]:[*]:n:n:1
-1795525632: [*]CCIc](:[*]):[*]
-1793471910: [*]CCC

-1236714312: [*]=NNI[c](:[*]):[*]
1814278164: [*]N\N=C\[*]

-1832102709: [*\N=C\[c](:[*D:[*]
-176483725: [*]=Cl[c](:[cH]:[*]):[cH]:[*]
-176686665: [*]:[cH]:[c](F):[cH]:[*]
220735655: [*]:[c]C[*DF

Feature Contribution
Top features for positive contribution

Bit/Smiles
1559650422

Score
0.129

normal X properties (e.g., fingerprints), the MD p-value is wildly Fingerprint Feature Structure

inaccurate.

ECFP_6

RN

NN

Pues

N—N

['ICl




FCFP_6

32

0.101

FCFP_6

o~

N—=N

[IN[]

0.0924

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

RN

Ny

ues

N-N
[*1:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

RSN

Ny

Jues

N-N
[*L:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.133

FCFP_6

-0.102







9c TOPKAT_Chronic_LOAEL
HO Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
in the training set.
1. OPS PC31 out of range. Value: 4.9251. Training min, max, SD, explained variance: -4.0208,
N 4.2529, 1.246, 0.0068.
NH 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
3. Unknown FCFP_2 feature: 1294285001: [*]=NNI[c]:[*D:[*]
N 4,
| 5.
N 6.
J\( / 7.
N—N 8. Unknown ECFP_6 feature: 672362763: [*]:n(:[*]):[*]
9. Unknown ECFP_6 feature: 1997021792: [*]:[cH]:[cH]:[cH]:[*]
C1oH1gNgO 10.  Unknown ECFP_6 feature: 1333660716: [*][c](:[*]):[c]CIcH]:I*D:[c]CI*D:[*]
Molecular Weight: 346.38582 11.  Unknown ECFP_6 feature: 1049768340: [*IN[c](:n:[*]):[c]GI*D:[*]
ALogP: 4.061 12. Unknown ECFP_6 feature: 835630791: [*I[c]C:[*):n:n(:[*]):[*]
Rotatable Bonds: 5 13.  Unknown ECFP_6 feature: -1507082173: [*][c]1:[*]:[*]:[c]G:[*]):n:1:n:[*]
Acceptors: 6 14.  Unknown ECFP_6 feature: 1049075205: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*D:[*]
] 15.  Unknown ECFP_6 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
Donors: 2 16.  Unknown ECFP_6 feature: 911256832: [*][c]1:[*]:[*]:n:n:1
— 17.  Unknown ECFP_6 feature: -1795525632: [*]CC[c]:[*D:[*]
Model Prediction 18.  Unknown ECFP_6 feature: -1793471910: [{]CCC
Prediction: 0.148 19.  Unknown ECFP_6 feature: -1236714312: [*]=NN[c](:[*]):[*]
urit gkg_body_weigh 21 Unknown ECFP_ feature: 1832102706: [N=CUGICL
P . . nknown eature: - C FIWN=C\[c]:[*D:*
Mahalanobis Distance: Not Available 22, Unknown ECFP_6 feature: -176483725: [{]=C[c]:[cH]:[*]):[cH]:[]
Mahalanobis Distance p-value: Not Available 23.  Unknown ECFP_6 feature: -177786161: [*]:[cH]:[c](O):[cH]:[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a 24. Unknown ECFP_6 feature: 2019062761 [*]:[C](:[*])O

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.

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

ECFP_6

1559650422

X

N—N

['1CI"]

Score
0.129




FCFP_6

~ 1

N—N

[IN[]

0.0924

ECFP 6

1925046727

~ X

N—N

[1C=["]

0.0915

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

0L

NN

Pues

N-N
[*1:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

QL

M

ues

N-N
[*L:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.133

FCFP_6

-0.102







9d

TOPKAT_Chronic_LOAEL

ON

N—N

C19H17N702

Molecular Weight: 375.38397
ALogP: 4.197

Rotatable Bonds: 6
Acceptors: 7

Donors: 1

Model Prediction

Prediction: 0.13

Unit: g/kg_body_weight
Mahalanobis Distance: Not Available

Mahalanobis Distance p-value: Not Available

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 or appearing too infrequently

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 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:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:
Unknown ECFP_6 feature:

15 [][O]

-332197802: [*][c]1:[*:[*:[c]:[¥D:n:1:n:[*]
1294285001: [*]=NN[c]:[*]):[*]
-828984032: [*][N+1E*DIc]GIeHL:*D:[eHI:[*]
-1338588315: [*]:[c](:[*DIN+](=O)[O-]
1872392852: [*][N+](=0)[*]

260476081 [*][N+](=[*]D[O-]

672362763: [*:n(:[*]):[*]

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

781519895: [*][O-]

1997021792: [*]:[cH]:[cH]:[cH]:[*]
1333660716: [*[c](:[]):[c]CIeH]:[D):[e]:[]):[*]
1049768340: [*IN[c]C:n:[*D:[c1CI*D:[*]
835630791: [*][c]C:[*D:n:nC:[*D:[*]
-1507082173: [*|[c]L:[*:[*:[clGFD:n:1:n:[*]
1049075205: [*]:n1:[*]:[*]:n:[c]:1:[c]C[*D):[*]
-435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
911256832: [*][c]1:[*]:[*]:n:n:1
-1795525632: [*]CClc](:[*]):[*]
-1793471910: [*]CCC

-1236714312: [*]=NNI[c](:[*]):[*]
1814278164: [*IN\N=C\[*]

-1832102709: [*I\N=C\[c](:[*]):[*]
-176483725: [*]=C[c](:[cH]:[*]):[cH]:[*]
-179073144: [][N+](=["D)[c]C:[cH]:[]):[cH]:[*]
-215026467: [*]:[c]:*DIN+](=0)[O-]
2104376220: [*][N+](=O)[*]

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

Feature Contribution

Top fe

atures for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

1559650422

ON \@\‘
I

N

cd
3

o~

N—N

['ICl]

0.129

FCFP_6

~ X

N—N

[IN[]

0.0924

ECFP_6

-1925046727

i

Ny

gues

N—N

[1C=["]

0.0915

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

pues

N=N
[*1:[e]1:[*):[cH]):[cH
J:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

OZN\©\‘
1

Nen

s

N-N
[*L:[e]1:[*):[cH]:[cH
]:[cH]:[cH]:1

-0.133




FCFP_6

-0.102




14a TOPKAT_Chronic_LOAEL
Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
N= in the training set.
N
>\/N\N Q 1. All properties and OPS components are within expected ranges.
o \N/N 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*1:[c]C:[*]):n:1:n:[*]
3.
5.
6.
7.
8. Unknown ECFP_6 feature: -830332112: [*]S[*]
HOOC 9. Unknown ECFP_6 feature: 672362763: [*]:n(:[*]):[*]
c oS 10.  Unknown ECFP_6 feature: 1731843802: [|CC(=O)N[*]
22H1oN705S 11.  Unknown ECFP_6 feature: -955816473: [*]SCC(=[*])[*]
Molecular Weight: 461.49635 12.  Unknown ECFP_6 feature: 1427820655: [*]CS[c](:[*]):[*]
ALogP: 3.42 13.  Unknown ECFP_6 feature: 1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]

Rotatable Bonds: 7
Acceptors: 8
Donors: 2

Model Prediction

Prediction: 0.212

Unit: g/kg_body_weight
Mahalanobis Distance: Not Available

Mahalanobis Distance p-value: Not Available

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.

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:
20.  Unknown ECFP_6 feature:
21. Unknown ECFP_6 feature:
22.  Unknown ECFP_6 feature:
23.  Unknown ECFP_6 feature:
24, Unknown ECFP_6 feature:

911256832: [*][c]1:[*]:[*]:n:n:1
-1793471910: [*]CCC

-1795525632: [*]CClc](:[*]):[*]
-435188506: [*]C[c]1l:n:[*]:[*]:n:1:[*]
1049075205: [*]:n1:[*]:[*]:n:[c]:1:[c1C[¥D):[*]
78665610: [*][c]L:[*1:*1:[C1CI*D:n:L:nC D]
1333660716: [*I[c](:[]):[c]CIeHT:[*D):[e]:[]):[*]
1997021792: [*]:[cH]:[cH]:[cH]:[*]
-177077903: [*IN[c]:[cH]:[*]):[cH]:[*]
-175146122: [*]IC(=[*D[c](:[cH]:[*]):[cHI:[*]
1429461619: [*]:[c](:[*])C(=0)O

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure Score

ECFP_6

1559650422

0.129

N ;

S P
e

NH fo)
COOH

['ICl]




FCFP_6

3 b E
o

o

COOH

[IN[]

z

0.0924

ECFP 6

2099970318 \(’9
NN
g7

COOH

[1C(=0)"]

0.0766

Top Features for negative contribution

Fingerprint

Bit/Smiles Feature Structure

Score

FCFP_6

001735244
g -

[*1:[c11°PY!icH]:[cH
J:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

)

[*1:[c]15PY!cH]:[cH
J:[cH]:[cH]:1

-0.133

FCFP_6

-0.102







14b

TOPKAT_Chronic_LOAEL

(e}
ON
C21H18NSOSS
Molecular Weight: 462.48441
ALogP: 3.685

Rotatable Bonds: 7
Acceptors: 8
Donors: 1

Model Prediction

Prediction: 0.0948

Unit: g/kg_body_weight
Mahalanobis Distance: Not Available

Mahalanobis Distance p-value: Not Available

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 or appearing too infrequently

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 FCFP_2 feature:
8 Unknown ECFP_6 feature:
9 Unknown ECFP_6 feature:

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:
20.  Unknown ECFP_6 feature:
21. Unknown ECFP_6 feature:
22.  Unknown ECFP_6 feature:
23.  Unknown ECFP_6 feature:
24, Unknown ECFP_6 feature:
25.  Unknown ECFP_6 feature:
26.  Unknown ECFP_6 feature:
27. Unknown ECFP_6 feature:
28. Unknown ECFP_6 feature:

15 [][O]

-332197802: [*][c]1:[*:[*:[c]:[¥D:n:1:n:[*]
-828984032: [*][N+](=["])[c]C:[cH]:[*]):[cH]:["]
-1338588315: [*]:[c](:[*])[N+](=0O)[O-]
1872392852: [*][N+](=0)[*]

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

-830332112: [*]S[*]

672362763: [*:n(:[*]):[*]

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

781519895: [*][O-]

1731843802: [*]CC(=O)N[*]

-955816473: [*]SCC(=[*D[*]

1427820655: [*]CS[c](:[*D:[*]

1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]
911256832: [*][c]1:[*]:[*]:n:n:1
-1793471910: [*]CCC

-1795525632: [*]CCIc](:[*]):[*]

-435188506: [*]C[c]1l:n:[*]:[*]:n:1:[*]
1049075205: [*]:n1:[*]:[*]:n:[c]: 1:[c]G[*D):[*]
78665610: [*][c]1:[*1:*:[c]G:*D):n:2in:[*D):[*]
1333660716: [*][c](:[]):[c]C:IeH]:[*D):[e] :[):[*]
1997021792: [*]:[cH]:[cH]:[cH]:[*]
-177077903: [*IN[c]C:[cH]:[*]):[cH]:[*]
-179073144: [*][IN+](=[*DIc]CIcH]:*D:[cH]:[*]
-215026467: [*]:[c]G[*DIN+](=0)[O-]
2104376220: [*][N+](=0O)[*]

-659271057: [*][IN+](=[*D[O-]

Feature Contribution
Top fe

atures for positive contribution

Fingerprint |Bit/SmiIes

|Feature Structure

|Score




ECFP_6 1559650422 N\(@ 0.129
'\;YN"N N
=N
st 7
NO,
[*1Cr]
FCFP_6 3 ? 0.0924
'\;YN"N N
=N
g !
NO,
[INE]
ECFP_6 2099970318 N\'/? 0.0766
ZYMN N
=N
N
NO
[1C(=0)r"
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.134
N).:IN‘ ‘| |
S =
g -
[*1:[c] 2] [cH]:[cH
J:[cH]:[cH]:1
ECFP_6 1564392544 -0.133

)

[1:[c] MP4:[cH]:[cH
J:[cH]:[cH]:1




FCFP_6

-0.102




14c TOPKAT_Chronic_LOAEL
Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
N= in the training set.
N
>\/N\N N 1. All properties and OPS components are within expected ranges.
d _ N 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*1:[c]C:[*]):n:1:n:[*]
’ I N 3.
NN 4,
5.
6.
7.
8. Unknown ECFP_6 feature: -830332112: [*]S[*]
HNO S 9. Unknown ECFP_6 feature: 672362763: [*]:n(:[*]):[*]
10.  Unknown ECFP_6 feature: -797085356: [*]S(=[*])(=[*])[*]
C21H20Ng05S, 11.  Unknown ECFP_6 feature: 1731843802: [{|CC(=O)N[*]
Molecular Weight: 496.56529 12.  Unknown ECFP_6 feature: -955816473: [*]SCC(=[*])[*]
ALogP: 2.496 13.  Unknown ECFP_6 feature: 1427820655: [*]CS[c](:[*D:[*]

Rotatable Bonds: 7
Acceptors: 8
Donors: 2

Model Prediction

Prediction: 0.17

Unit: g/kg_body_weight
Mahalanobis Distance: Not Available

Mahalanobis Distance p-value: Not Available

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.

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:
20.  Unknown ECFP_6 feature:
21. Unknown ECFP_6 feature:
22.  Unknown ECFP_6 feature:
23.  Unknown ECFP_6 feature:
24, Unknown ECFP_6 feature:
25.  Unknown ECFP_6 feature:
26.  Unknown ECFP_6 feature:
27. Unknown ECFP_6 feature:

1986731747 [*]S[c]1:n:[*]:[*]:n:1:[*]
911256832: [*][c]1:[*]:[*]:n:n:1

-1793471910: [*]CCC

-1795525632: [*]CClc](:[*]):[*]

-435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
1049075205: [*:n1:[*]:[*]:n:[c]: 1:[c]GI*D:[*]
78665610: [*][c]L:[*1:*1:[c1CI*D:n:1:nC*D:[*]
1333660716: [*][c](:[]):[c]C:IcH]:[*):[e] :[):[*]
1997021792: [*]:[cH]:[cH]:[cH]:[*]
-177077903: [*IN[c](:[cH]:[*]):[cH]:[*]
-177264675: [*IS(=["))(=["D[c](:[cH]:[*]):[cH]:[*]
-2121766239: [*]:[c](:[*])S(=O)(=O)N
2102150379: [*]S(=[*D(=0)[*]

-934226723: [*]S(=[*])(=[*N

Feature Contribution

Top features for positive contribution

Fingerprint |Bit/SmiIes

|Feature Structure

|Sc0re




ECFP_6 1559650422 0.129
'\;)‘,N. O
=N
NH!; {"
SO NH,
ICr]
FCFP_6 3 ? 0.0924
'\;)*,N. SN
g
SO NH,
CINE']
ECFP_6 2099970318 \'/9 0.0766
NN
’\;7,N. SN
g
SO NH
[1C(=0)]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_6 091735244 -0.134
=N
g’
["FfeH:[*:[cH]:[cH
J:[cH]:[cH]:1
ECFP_6 1564392544 -0.133

)

MMM [*T:[cH]:[cH
J:[cH]:[cH]:1




FCFP_6

N
S)»N. O
£
NH®
SO NH

-0.102




15 TOPKAT_Chronic_LOAEL
Model Applicability
N\N Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
in the training set.
1. All properties and OPS components are within expected ranges.
H N 2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*1:[c]C:[*]):n:1:n:[*]
3.
4,
N 5.
f( | :
7.
N—N 8. Unknown ECFP_6 feature: 672362763: [*]:n(:[*]):[*]
9. Unknown ECFP_6 feature: -830332112: [*]S[*]
C,eHN.OS 10.  Unknown ECFP_6 feature: 1997021792: [*]:[cH]:[cH]:[cH]:[*]

15777 11.  Unknown ECFP_6 feature: 1333660716: [*][c](:[*]):[c]C:[cH]:[*D):[c]CI*D:*]
Molecular Weight: 341.39089 12.  Unknown ECFP_6 feature: 1049075205: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]
ALogP: 2.008 13.  Unknown ECFP_6 feature: 78665610: [*][c]1:[*]:[*]:[c]G:[*D:n:1:n(:[*]):[*]
Rotatable Bonds: 5 14.  Unknown ECFP_6 feature: -435188506: [*]C[c]1:n:[*]:[*]:n:1:[*]
Acceptors: 6 15.  Unknown ECFP_6 feature: 911256832: [*][c]1:[*]:[*]:n:n:1
Donors: 1 16.  Unknown ECFP_6 feature: -1795525632: [*]CC[c](:[*]):[*]

. 17.  Unknown ECFP_6 feature: -1793471910: [*]CCC
. .. 18.  Unknown ECFP_6 feature: 1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]
Model Prediction 19.  Unknown ECFP_6 feature: 1427820655: [*]CS[c](:[*D:[*]
Prediction: 0.0849 20.  Unknown ECFP_6 feature: -955816473: [*|SCC(=[*])[*]
Unit: g/lkg_body_weight 21. Unknown ECFP_6 feature: -1708545601: [*]CC(=O)N
22.  Unknown ECFP_6 feature: -932108170: [*]C(=[*])N

Mahalanobis Distance: Not Available

Mahalanobis Distance p-value: Not Available

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.

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

ECFP_6

1559650422

O?‘/\S ’«N—{\]
1
X

N—N

["1C["]

Score
0.129




FCFP_6

[*IN[']

0.0924

ECFP 6

2099970318

(0] N—N
TN A
i s Y

1

Y

N—N

[IC(=0)I"]

0.0766

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

(o] N—~N
HN S’Q\
1

ﬂm

N—N

[*1:[e]1:[*1:[cH]:[cH
J:[cH]:[cH]:1

-0.134

ECFP_6

1564392544

(o] N—~N
H,N s
)

Pues

N—N

[*1:[e]1:[*):[cH]):[cH
J:[cH]:[cH]:1

-0.133

FCFP_6

(0] N—N
Y. 4
H,N S’< )

)

-0.102







Doxorubicin

TOPKAT_Chronic_LOAEL

NH
HO
0 0 OH o) o~
HO [
OH |
OH o)
C27H29Noll

Molecular Weight: 543.51925
ALogP: -4.4e-002

Rotatable Bonds: 5
Acceptors: 12

Donors: 6

Model Prediction

Prediction: 0.013

Unit: g/kg_body_weight
Mahalanobis Distance: Not Available

Mahalanobis Distance p-value: Not Available

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 or appearing too infrequently

in the training set.

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:
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:

1997021792: [*]:[cH]:[cH]:[cH]:[*]
-813997308: [*]C(=[*D[c]C:[c]([*D):[D:[cl(*N:[*]
1717462980: [*]:[c]:*NCEO)[C]CID:[*
-1660913849: [*][c](:[]):[c](O):[c]([*]):[*]
-1659009760: [*]C([*DIc]CIcI([*]):[*D):[cI([*]):[*]
-1660340418: []C[c](:[c]([*D):[D-[eI(*D:[*]
1123660302: [*]CC(O*DIc]GID:1*
413587124: [IC(*)CC*D(*DI]
140080459: [*]ICC(O)(C*NCE=*DI*
407900312: [*IC(I*D(NClel:[]):["]
1307307440: [*]:[c]:[*DoC

2019062761 [*]:[c]:[*DO

456242574: [*IC([*NOC(*DI*]
-1783281539: [*]CC(=O)C(*D([*N[*]
-1907393688: [*]C(=[*])CO

2022454958: [*]CO

2018700401: *IC([*D([*DHO

1535429263: [*]OC(C)C(*DI*]
305695353: [*]C(*C(O)C(*DI]
1201786014: [*]CC(N)C(*DI[*]
-801490360: [*]C(*NCC(*DI*]
-1409796893: [*IC([*NOC(*DI*]
-932844120: [*]C([*)N

865482986: [*]C([*])C

2024749573: [*IC([*])O

-2061744983: [*]CC(O[*])O[*]

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

-167460056

NH,
HO

o
;

0O 0 o4 o O

0

OH O

HO
9)

1D

0.136

FCFP_6

1143715940

NH,

“).
Cd

OH 0 O

pleses

OH O

FICDoCr

0.13

ECFP_6

1559650422

NH,
HO

o

-

0 0 oH o O

R

OH O

HO
©)

:

Il

0.129

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_6

001735244

OH O

J:[cH]:[cH]:1

-0.134

ECFP_6

2106656448

-0.11




FCFP_6

-0.102




7a TOPKAT_Rat_Maximum_Tolerated Dose_ Feed
Structural Similar Compounds
Name PHENOLPHTHALEIN DISPERSE YELLOW 3 C.I.PIGMENT RED 3
Structure
HN 0
¥ $
HN 0= oL
~H O OH O . O OH 0.0
o N N
L -
N N
N %O
ey "
N—N
Actual Endpoint (-log C) 2.20184 2.77703 2.65635
C19H25N7O ) Predicted Endpoint (-log 2.8857 2.80195 2.97957
Molecular Weight: 367.44809 C)
ALogP: 3.681 Distance 0.695 0.739 0.754
Rotatable Bonds: 5 Reference NCI/NTP TR-465 NCI/NTP TR-222 NCI/NTP TR-407

Acceptors: 5
Donors: 3

Model Prediction
Prediction: 0.222

Unit: g/kg_body_weight
Mahalanobis Distance: 8.93

Mahalanobis Distance p-value: 0.00177

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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
3. Unknown FCFP_2 feature: -885461129: [*INNC(=[*])[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-885550502

FIC(INCEDE

0.115




FCFP_2

N O
HI\L
u N

R

N-N

[IN[]

0.0737

FCFP_2

17

[*]:n:[]

0.0441

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-1272798659

Q

N O
HY
Ne

HN

-0.111

FCFP_2

1872154524

-0.105

FCFP_2

N-N

['=0

-0.0796
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

o

e
:

HN
NH

N
|
N

e

N—N

C19H19N7O

Molecular Weight: 361.40046
ALogP: 3.399

Rotatable Bonds: 5
Acceptors: 5

Donors: 3

Structural Similar Compounds

Name

PHENOLPHTHALEIN

C.ILPIGMENT RED 3

SALICYLAZOSULFAPYRI
DINE

Structure

HO

L

(e} OH

Actual Endpoint (-log C) 2.20184 2.65635 3.375

Predicted Endpoint (-log 2.8857 2.97957 2.80292

C)

Distance 0.765 0.818 0.837

Reference NCI/NTP TR-465 NCI/NTP TR-407 NCI/NTP TR-457

Model Prediction
Prediction: 0.369

Unit: g/kg_body_weight
Mahalanobis Distance: 10.5

Mahalanobis Distance p-value: 5.88e-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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
3. Unknown FCFP_2 feature: -885461129: [*INNC(=[*]D[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

3

>

N O
HY
N

uN

e

N-N

[IN[]

0.0737




FCFP_2

17

N O
HI\L
HN

o~

N-N

[*]:n:[]

0.0441

FCFP_2

590925877

@

N\rO

Ny
Peos
[IN[c]G:[cH]:["]):[c

HI:[*]

0.00762

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-1272798659

>

N O
HY
Ne

HN

-0.111

FCFP_2

1872154524

-0.105

FCFP_2

N-N

['=0

-0.0796
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

HN 43
HN
SNH
N
|
N
e
N—N
C15H19N7S
Molecular Weight: 329.42325
ALogP: 3.388

Rotatable Bonds: 7
Acceptors: 5
Donors: 3

Structural Similar Compounds

Name SALICYLAZOSULFAPYRI |FUROSEMIDE TOLBUTAMIDE
DINE
Structure
&
XN o0 HO._0O
HN o <\/)l H

N
07 "o
H

Actual Endpoint (-log C) 3.375 4.04236 2.3985

Predicted Endpoint (-log 2.80292 2.8614 3.32272

C)

Distance 0.737 0.751 0.795

Reference NCI/NTP TR-457 NCI/NTP TR-356 NCI/NTP TR-031

Model Prediction
Prediction: 0.366

Unit: g/kg_body_weight
Mahalanobis Distance: 8.77

Mahalanobis Distance p-value: 0.00286

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 or appearing too infrequently

in the training set.

1. OPS PC12 out of range. Value: -2.4923. Training min, max, SD, explained variance: -2.364,

2.9228, 1.079, 0.0263.

2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

3. Unknown FCFP_2 feature: -885461129: [*INNC(=[*])[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 -885550502 N 0.115
WS
N
)

PICDNC(EID




FCFP_2

[*IN["]

0.0737

FCFP_2

17

h
S
it

e
¥

~

N=N

["l:n:["]

0.0441

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-1272798659

h
N
N

T Z

s

X

N—=N

[*jcCC

-0.111

FCFP_2

1872154524

h
HS
No

-0.105

FCFP_2

-0.0796
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

S

T
:

HN
NH

N
|
N

e

N—N

C19H25N7S

Molecular Weight: 383.51369
ALogP: 4.898

Rotatable Bonds: 7
Acceptors: 5

Donors: 3

Structural Similar Compounds

Name

SALICYLAZOSULFAPYRI
DINE

C.ILPIGMENT RED 3

ACETOHEXAMIDE

Structure

Actual Endpoint (-log C) 3.375 2.65635 2.55683
Predicted Endpoint (-log 2.80292 2.97957 3.62413

C)

Distance 0.742 0.802 0.822

Reference NCI/NTP TR-457 NCI/NTP TR-407 NCI/NTP TR-050

Model Prediction
Prediction: 0.26

Unit: g/kg_body_weight
Mahalanobis Distance: 8.89

Mahalanobis Distance p-value: 0.00199

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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
3. Unknown FCFP_2 feature: -885461129: [*INNC(=[*]D[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-885550502

FIC(DINC(E=DI

0.115




FCFP_2

HN

R

N-N

[IN[]

0.0737

FCFP_2

17

[*]:n:[]

0.0441

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-1272798659

-0.111

FCFP_2

1872154524

-0.105

FCFP_2

N-N

['=0

-0.0796
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

Cl

N—N

C,oH;;CINg

Molecular Weight: 364.83147
ALogP: 4.967

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name

C.I.PIGMENT RED 3

PHENOLPHTHALEIN

CHLORBENZILATE

Structure

HO
Actual Endpoint (-log C) 2.65635 2.20184 3.38252
Predicted Endpoint (-log 2.97957 2.8857 3.27894
C)
Distance 0.716 0.761 0.788
Reference NCI/NTP TR-407 NCI/NTP TR-465 NCI/NTP TR-75

Model Prediction
Prediction: 0.29

Unit: g/kg_body_weight
Mahalanobis Distance: 11.7

Mahalanobis Distance p-value: 3.8e-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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
3. Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 3 c C 0.0737
I
N\N
~

N—N

[*IN["]




FCFP_2 17 cl : 0.0441
I
N\N
X : :
N—=N
(L[]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 71476542 cl :: -0.134
I
N\
N
’l\‘/
N.
N—=N
[l:[el:rDel
FCFP_2 -1272798659 cl : -0.111
I
N\N
~
N—N
[*]CCC
FCFP_2 203677720 -0.0829

Wee
["I=ClelCleHL: D
cHI["]
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

N—N

C19H17FN6

Molecular Weight: 348.37688
ALogP: 4.508

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name

C.I.PIGMENT RED 3

PHENOLPHTHALEIN

CHLORBENZILATE

Structure

HO
Actual Endpoint (-log C) 2.65635 2.20184 3.38252
Predicted Endpoint (-log 2.97957 2.8857 3.27894
C)
Distance 0.715 0.748 0.781
Reference NCI/NTP TR-407 NCI/NTP TR-465 NCI/NTP TR-75

Model Prediction
Prediction: 0.311

Unit: g/kg_body_weight
Mahalanobis Distance: 11.9

Mahalanobis Distance p-value: 2.12e-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 or appearing too infrequently

in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
3. Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 3 Fa : 0.0737
[l
N\N
~ I

N—N

[IN[]




FCFP_2 17 Fa : 0.0441
[l
N\N
N/
~ 1
N—=N
[]:n:*]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 71476542 Fe :: -0.134
I
N\
N
’l\‘/
N.
N—=N
[*L:LelCrDel
FCFP_2 -1272798659 Fa : -0.111
I
N\N
1
N—=N
[*]cCC
FCFP_2 203677720 -0.0829

sz Z
7
82

o~

N-N
[I=Cle](:[cHL:["])
cHI[]
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

HO

N—N

C19H18NGO

Molecular Weight: 346.38582
ALogP: 4.061

Rotatable Bonds: 5
Acceptors: 6

Donors: 2

Structural Similar Compounds

Name

C.I.PIGMENT RED 3

PHENOLPHTHALEIN

DISPERSE YELLOW 3

Structure

O N
N
OH
NH

NS
o
HO
Actual Endpoint (-log C) 2.65635 2.20184 2.77703
Predicted Endpoint (-log 2.97957 2.8857 2.80195
C)
Distance 0.654 0.675 0.814
Reference NCI/NTP TR-407 NCI/NTP TR-465 NCI/NTP TR-222

Model Prediction
Prediction: 0.779

Unit: g/kg_body_weight
Mahalanobis Distance: 10.6

Mahalanobis Distance p-value: 4.05e-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 or appearing too infrequently

in the training set.

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

2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

3. Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

3

1

N—N

[IN[]

0.0737




FCFP_2

17

o

NN

oS

N—N

[*l:n:[]

0.0441

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

7

-0.214

FCFP_2

-549108873

1

N—N

(L[N0

-0.127

FCFP_2

1272798659

-0.111




9d TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

ON Structural Similar Compounds
Name C.I.PIGMENT RED 3 SALICYLAZOSULFAPYRI |C.I.PIGMENT RED 23
DINE
Structure
N\ X

N—N 07 oH
C,oH /N0, Actual Endpoint (-log C) 2.65635 3.375 2.30052
Molecular Weight: 375.38397 Predicted Endpoint (-log 2.97957 2.80292 3.55333
ALogP: 4.197 ©)
Rotatable Bonds: 6 Distance 0.771 0.840 0.905
Reference NCI/NTP TR-407 NCI/NTP TR-457 NCI/NTP TR-411

Acceptors: 7
Donors: 1

Model Applicability

i~ti Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.
Prediction: 0.177

Unit: g/kg_body_weight
Mahalanobis Distance: 10.5

Mahalanobis Distance p-value: 6.76e-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. Feature Contribution

All properties and OPS components are within expected ranges.
Unknown FCFP_2 feature: 8: [*][N+](=[*D[*]

Unknown FCFP_2 feature: 5: [*][O-]

Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]

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-]

©CoNTOA~LODNE

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




FCFP_2

ON \@\‘
I

Ny

cd
3

o~

N—N

[IN[]

0.0737

FCFP_2

17

ON \@\‘
|

Ny

gues

N—N

[l

0.0441

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-1272798659

X

N—N

[']CCC

-0.111

FCFP_2

203677720

ON \O\‘
i

N.N

J‘«N_'N
["I=Clel(:[eHL[T):(
cHL:[*]

-0.0829

FCFP_2

-0.0796
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TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

NN
[¢]
HOOC
C22H19N7()3S
Molecular Weight: 461.49635
ALogP: 3.42

Rotatable Bonds: 7
Acceptors: 8
Donors: 2

Structural Similar Compounds

Name

C.I.PIGMENT RED 23

SALICYLAZOSULFAPYRI
DINE

RESERPINE

Structure

Actual Endpoint (-log C) 2.30052 3.375 6.13118
Predicted Endpoint (-log 3.55333 2.80292 4.38304

C)

Distance 0.650 0.779 0.999

Reference NCI/NTP TR-411 NCI/NTP TR-457 NCI/NTP TR-193

Model Prediction
Prediction: 0.429

Unit: g/kg_body_weight
Mahalanobis Distance: 13.2

Mahalanobis Distance p-value: 5.35e-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 or appearing too infrequently

in the training set.

1.  Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 4, 1.1685, 0.8469.
2. Unknown FCFP_2 feature: -1410079687: [*]S[c]1:n:[*]:[*]:n:1:[*]
3. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution
Top features for positive contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

1036089772

COOH

[1ICS[ElI*D:["]

0.0749




FCFP_2 3 ? 0.0737
'\;YN"N N
=N
NH!; ;"
COOH
[*IN[*]
FCFP_2 17 N\(@ 0.0441
,\;)"N"N N
=N
g !
COOH
(ln:[]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 7 N\(@ L0.214
'\;)"MN N
=N
NH!; f
COOH
['10
FCFP_2 1548632217 -0.119
Na,
=N
NH!; f_
COOH
["IC(=["])O
FCFP_2 £0.111

1272798659
N i
S







14b

TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

ON

2

C21H18NSO3S

Molecular Weight: 462.48441
ALogP: 3.685

Rotatable Bonds: 7
Acceptors: 8

Donors: 1

Structural Similar Compounds

Name

C.I.PIGMENT RED 23

SALICYLAZOSULFAPYRI
DINE

RESERPINE

Structure

Actual Endpoint (-log C) 2.30052 3.375 6.13118
Predicted Endpoint (-log 3.55333 2.80292 4.38304

C)

Distance 0.698 0.924 1.020

Reference NCI/NTP TR-411 NCI/NTP TR-457 NCI/NTP TR-193

Model Prediction
Prediction: 0.0899

Unit: g/kg_body_weight
Mahalanobis Distance: 13

Mahalanobis Distance p-value: 1.37e-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 or appearing too infrequently

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: 4.4579. Training min, max, SD, explained variance: -2.8548,

3.3954, 1.263, 0.0360.
Unknown FCFP_2 feature
Unknown FCFP_2 feature

BOxX~NOOA®

Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
Unknown FCFP_2 feature:
0. Unknown FCFP_2 feature:

- 8: []IN+](=[D]

15 [][O]

-1410079687: [*]S[c]1:n:[*]:[*]:n:1:[*]
-332197802: [*[c]1:[*]:[*1:[elC:[¥D):n:1:n:[*]
-828984032: [*][IN+1E*DIc]GIeHL:*D:[eHI:[*]
-1338588315: [*]:[c](:[*D[N+](=O)[O-]
1872392852: [*][N+](=0)[*]

260476081 [*][N+](=[*]D[O-]

Feature Contribution

Top features for positive contribution

Fingerprint |Bit/SmiIes

|Feature Structure

|Score




FCFP_2 1036089772 N\'/? 0.0749
Z)"N'N N
=N
@N?H[O
NO,
[1CS[c]C:["]):["]
FCFP_2 3 ? 0.0737
'\;YN"N N
=N
g !
NO,
[INE]
FCFP_2 17 0.0441
’\;)‘,N. SN
=N
o
NO,
[(l:n:l]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 11272798659 N\(@ +0.111
'\;YN"N N
=N
g !
NO,
[*]ccc
FCFP_2 1872154524 N\'/? -0.105
ZYMN N
=N
g
NO,
[IC(=0)I"]




FCFP_2

-0.0796




14c TOPKAT_Rat_Maximum_Tolerated Dose_ Feed
Structural Similar Compounds
N Name C.I.PIGMENT RED 23 SALICYLAZOSULFAPYRI |4,4'-DIAMINO-2,2'-
N DINE STILBENEDISULFONIC
>\/N\ N ACID.2NaSALT
N N
s _ N/ Structure NH
(o] O
0. H AN 20 ol
ZN, N. - 1 o
° O o oM X 9. O o
‘ N: ' s N¢N Il_OH
o O O O o
| OH
H,NO ,S
[¢) OH
NH ,
CartaoM:053, Actual Endpoint (-log C) 2.30052 3.375 2.50759
Molecular Weight: 496.56529 2 =ndpoint 1709 : : :
ALogP: 2.496 E;edlcted Endpoint (-log 3.55333 2.80292 3.26068
Rotatable Bonds: 7 Distance 0.675 0.870 1.078
Acceptors: 8 Reference NCI/NTP TR-411 NCI/NTP TR-457 NCI/NTP TR-412

Donors: 2

Model Prediction
Prediction: 0.0954

Unit: g/kg_body_weight
Mahalanobis Distance: 14.1

Mahalanobis Distance p-value: 7.51e-013

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 or appearing too infrequently

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: 4.4353. Training min, max, SD, explained variance: -2.8548,

3.3954, 1.263, 0.0360.

3.  Unknown FCFP_2 feature: -1410079687: [*]S[c]1:n:[*]:[*]:n:1:[*]
4.  Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

FCFP_2 1036089772

SO NH,
[ICS[el:[]:["]

0.0749




FCFP_2 3 0.0737
s
S)»N. O
=N
NH!; f
SO NH,
[FIN[*]
FCFP_2 17 N\'/? 0.0441
M
S)',N. SN
=N
NH!; f_
SO NH,
[*l:n:[*]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 1272798659 mz? -0.111
'\;)"MN N
=N
NH!; f
SO ,NH,
[F]CCC
FCFP_2 1872154524 -0.105
N
N
S)~,N. SN
=N
NH[; f_
O ,NH,
[IC(=0)["]
FCFP_2 203677720 -0.0829

[EETC) (eI L
cHI[']







15

TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

N\N
N /<

N

e

N—N

C,sH.N,0S

Molecular Weight: 341.39089
ALogP: 2.008

Rotatable Bonds: 5
Acceptors: 6

Donors: 1

Structural Similar Compounds

Name C.I.PIGMENT RED 3 SALICYLAZOSULFAPYRI |TRIAMTERENE
DINE
Structure
i
- N
OH o_ »0
SOV
1l
-
o Y
OH
o] OH
Actual Endpoint (-log C) 2.65635 3.375 4.00564
Predicted Endpoint (-log 2.97957 2.80292 3.1992
C)
Distance 0.831 0.846 0.884
Reference NCI/NTP TR-407 NCI/NTP TR-457 NCI/NTP TR-420

Model Prediction
Prediction: 0.118

Unit: g/kg_body_weight
Mahalanobis Distance: 12.2

Mahalanobis Distance p-value: 4.36e-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 or appearing too infrequently
in the training set.

1.  All properties and OPS components are within expected ranges.
2. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
3. Unknown FCFP_2 feature: -1410079687: [*]S[c]1:n:[*]:[*]:n:1:[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score

FCFP_2 1036089772 0.0749

(0] N—N
\?’\S,Q \

1
Y
N—N

[1ICS[el:I*D):[




FCFP_2

[*IN[']

0.0737

FCFP_2

17

N—N

0
sz/\s’«

Y

N—N

=

[*l:n:l]

0.0441

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

-1272798659

N—N

Hoz/\s ’«i:g
s

-0.111

FCFP_2

1872154524

-0.105

FCFP_2

-0.0796







Doxorubicin

TOPKAT_Rat_Maximum_Tolerated Dose_ Feed

NH
HO
0 0 OH o) o~
HO [
OH I
OH o)
C27H29Noll

Molecular Weight: 543.51925
ALogP: -4.4e-002

Rotatable Bonds: 5
Acceptors: 12

Donors: 6

Structural Similar Compounds

Name OXYTETRACYCLINE 4,4'-DIAMINO-2,2'- ERYTHROMYCIN
STILBENEDISULFONIC
ACID.2NaSALT

Structure NH

Ny
N oH
o
HO '
OH
o] ] OH o

OH

Actual Endpoint (-log C) 2.36214 2.50759 3.29629
Predicted Endpoint (-log 2.77834 3.26068 4.83895

C)

Distance 0.706 0.916 1.034

Reference NCI/NTP TR-315 NCI/NTP TR-412 NCI/NTP TR-338

Model Prediction
Prediction: 0.277

Unit: g/kg_body_weight
Mahalanobis Distance: 11.1

Mahalanobis Distance p-value: 5.33e-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 or appearing too infrequently

in the training set.

1. Molecular_PolarSurfaceArea out of range. Value: 206.07. Training min, max, mean, SD: 0,

201.84, 63.052, 40.7.

2. Unknown FCFP_2 feature: 1186333723: [*]CC(O[*D[C]ICG:[*D:*]

Feature Contribution

Top features for positive contribution

Fingerprint Bit/Smiles

Feature Structure

Score

FCFP_2 136627117

0.173




FCFP_2

1143715940

NH,

)
O/

[ 2]
Ho OH O
NI
H
° OH O

FICDoC I

:

0.095

FCFP_2

1036089772

NH,

)
O bl
HO

(o)

O oH o O
OH
OH O

FICS[E]CID:r

:

0.0749

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

7

NH,
HO

0 o

o OH O
NI
OH

OH O

&
:

[10

-0.214

FCFP_2

-549108873

NH,
")
0" o o”
o OH O
AN IO
H
° OH O

WHEEW)e

:

-0.127

FCFP_2

-1272798659

NH,

)
O rd
HO

(o)

O oH o O

OH OH O

:

[*]CCC

-0.111







7a TOPKAT_Rat_Maximum_Tolerated Dose Gavage
Structural Similar Compounds
Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
Structure
HN \fo O
HN HN ‘
“SNH 0 ’ N
\OH § o OL/S OlNH
N - 0% ST Y (&‘1
‘ H 0=
N ::)_/L
\/\< / ° OH
N—N
Actual Endpoint (-log C) 6.28396 2.82494 2.54455
C19H25N7O ) Predicted Endpoint (-log 5.12358 3.0705 3.9702
Molecular Weight: 367.44809 C)
ALogP: 3.681 Distance 0.706 0.886 1.038
Rotatable Bonds: 5 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336

Acceptors: 5
Donors: 3

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
in the training set.

Model Prediction

Prediction: 0.00961 1.  Num_AromaticRings out of range. Value: 3. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
Unit: g/kg_body_weight 2.  OPS PC9 out of range. Value: -2.7104. Training min, max, SD, explained variance: -2.7086,

7 2.9267, 1.019, 0.0321.
Mahalanobis Distance: 14

Mahalanobis Distance p-value: 1.21e-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.

© N UMW

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

-332197802: [*][c]1:[*:[*:[c]G[*D:n:1:n:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C*D:[*]
1294344583: [*INN[c]:[*D:[*]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
-885461129: [*INNC(=[*])[*]

1499521844: [*]NC(=O)N[*]

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




FCFP_2

0.511

FCFP_2

0.104

FCFP_2

-1272798659

uN

puee

N-N

[*ICCC

0.0703

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

-0.489

FCFP_2

1872154524

[1IC(=0)"]

-0.307




FCFP_2

N O
HI\L
HN

e

N-N

['ICl]

-0.29




7b TOPKAT_Rat_Maximum_Tolerated Dose Gavage

Structural Similar Compounds
Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
HN
e

Structure
O O
HN HN
SNH O ‘ ° o—=N l
OH . I ) 07 N
B N

N~ 0” XY (&‘1

‘ H 0=

N ::)%

\/\< / ° OH
N—N
Actual Endpoint (-log C) 6.28396 2.82494 2.54455
C19H19N7O ) Predicted Endpoint (-log 5.12358 3.0705 3.9702
Molecular Weight: 361.40046 C)
ALogP: 3.399 Distance 0.957 0.977 1.275
Rotatable Bonds: 5 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336
Acceptors: 5 - —
Donors: 3 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

Model Prediction in the training set.
Prediction: 0.0102 1. Num_AromaticRings out of range. Value: 4. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
Unit: g/kg_body_weight 2.  OPS PC9 out of range. Value: -2.7992. Training min, max, SD, explained variance: -2.7086,

2.9267, 1.019, 0.0321.

Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*):[c]:[*]):n:1:n:[*]
Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*D:[*]
Unknown FCFP_2 feature: 1294344583: [*INN[c]:[*]):[*]

Unknown FCFP_2 feature: -1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
Unknown FCFP_2 feature: -885461129: [*INNC(=[*])[*]

Unknown FCFP_2 feature: 1499521844: [*INC(=O)N[*]

Mahalanobis Distance: 16.9

Mahalanobis Distance p-value: 1.3e-015

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.

© N UMW

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- Featu re CO ntri b Utl on

normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate. ... . .
Top features for positive contribution
Fingerprint Bit/Smiles [Feature Structure [Score




FCFP_2

0.511

FCFP_2

0.104

FCFP_2

-1272798659

uN

puee

N-N

[*ICCC

0.0703

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

-0.489

FCFP_2

1872154524

[1IC(=0)"]

-0.307




FCFP_2

N O
HI\L
HN

e

N-N

['ICl]

-0.29




8a TOPKAT_Rat_Maximum_Tolerated Dose Gavage

ﬁ Structural Similar Compounds
HN 43 Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
Structure O
HN
SNH !
H,N
h o i Ol
N~ - o//H\ LJ> (i;
L H
J\( / #
N’N OH
Actual Endpoint (-log C) 6.28396 2.82494 2.54455
C15H19N7S ) Predicted Endpoint (-log 5.12358 3.0705 3.9702
Molecular Weight: 329.42325 C)
ALogP: 3.388 Distance 0.721 0.867 1.029
Rotatable Bonds: 7 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336

Acceptors: 5
Donors: 3

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
in the training set.

Model Prediction

Prediction: 0.0421 1.  Num_AromaticRings out of range. Value: 3. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
Unit: g/kg_body_weight 2.  OPS PC9 out of range. Value: -2.8136. Training min, max, SD, explained variance: -2.7086,

7 2.9267, 1.019, 0.0321.
Mahalanobis Distance: 12

Mahalanobis Distance p-value: 8.55e-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.

© N UMW

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

-332197802: [*][c]1:[*:[*:[c]G[*D:n:1:n:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C*D:[*]
1294344583: [*INN[c]:[*D:[*]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
-885461129: [*INNC(=[*])[*]

1499521844: [*]NC(=O)N[*]

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




FCFP_2

h
N
it
N

.
1
~ ; ::
N—N

['I=0

0.511

FCFP_2

h
S
N

s
1

~

N=N

["IN[']

0.104

FCFP_2

-1272798659

h
S
N

s
1

/X

N—=N

[IcCCC

0.0703

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

-0.489

FCFP_2

1872154524

[1IC(=0)"]

-0.307




FCFP_2

D
N
it
N

~

N—N

["ICI"]

-0.29




8b TOPKAT_Rat_Maximum_Tolerated Dose Gavage

Structural Similar Compounds
Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
HN
e

Structure
S O
HN HN
SNH O ‘ ° o—=N l
OH . I ) 07 N
B N

N~ 07 N Y (&‘1

‘ H 0=

N ::)%

\/\< / ° OH
N—N
Actual Endpoint (-log C) 6.28396 2.82494 2.54455
C19H25N7S ) Predicted Endpoint (-log 5.12358 3.0705 3.9702
Molecular Weight: 383.51369 C)
ALogP: 4.898 Distance 0.713 0.999 1.097
Rotatable Bonds: 7 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336
Acceptors: 5 - —
Donors: 3 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

Model Prediction in the training set.
Prediction: 0.0189 1.  Num_AromaticRings out of range. Value: 3. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
Unit: g/kg_body_weight 2. OPS PC9 out of range. Value: -2.7796. Training min, max, SD, explained variance: -2.7086,

2.9267, 1.019, 0.0321.

Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*):[c]:[*]):n:1:n:[*]
Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*D:[*]
Unknown FCFP_2 feature: 1294344583: [*INN[c]:[*]):[*]

Unknown FCFP_2 feature: -1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
Unknown FCFP_2 feature: -885461129: [*INNC(=[*])[*]

Unknown FCFP_2 feature: 1499521844: [*INC(=O)N[*]

Mahalanobis Distance: 12.3

Mahalanobis Distance p-value: 3.65e-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.

© N UMW

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- Featu re CO ntri b Utl on

normal X properties (e.qg., fingerprints), the MD p-value is wildly
inaccurate. ... . .
Top features for positive contribution
Fingerprint Bit/Smiles [Feature Structure [Score




FCFP_2

0.511

FCFP_2

0.104

FCFP_2

-1272798659

uN

puee

N-N

[*ICCC

0.0703

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

-0.489

FCFP_2

1872154524

[1IC(=0)"]

-0.307




FCFP_2

HN

e

N-N

['ICl]

-0.29




9a TOPKAT_Rat_Maximum_Tolerated Dose Gavage

cl Structural Similar Compounds
Name PHENYLBUTAZONE PROMETHAZINE.HCL CHLORPHENIRAMINE
MALEATE
N Structure
SNH
)
N ~ N —O
L s
an
N—N
C,oH;;CINg Actual Endpoint (-log C) 3.48909 3.93152 3.96188
Molecular Weight: 364.83147 Predicted Endpoint (-log 3.17333 4.72433 3.83117
ALogP: 4.967 ©)
Rotatable Bonds: 5 Distance 1.074 1.102 1.116
Reference NCI/NTP TR-367 NCI/NTP TR-425 NCI/NTP TR-317

Acceptors: 5
Donors: 1

Model Applicability

i~ti Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.

Prediction: 0.000411 _— - .
1. Num_AromaticRings out of range. Value: 4. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

Unit: g/kg_k.)od)./_weight 2. OPS PC7 out of range. Value: -3.0704. Training min, max, SD, explained variance: -2.8003,
Mahalanobis Distance: 16 2.9332, 1.16, 0.0416.

Mahalanobis Distance p-value: 2.06e-014 Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*D):[*]
generalization of the Euclidean distance that accounts for Unknown FCFP 2 feature: -1539162406: [*]C[c]l'n'[*]'[*]'n'l'[*]
correlations among the X properties. It is calculated as the — ’ ’ Corb b e
distance to the center of the training data. The larger the MD, the Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]

Unknown FCFP_2 feature: 581019816: [*IN\N=C\[*]

No oMW

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- Feature Contribution

normal X properties (e.g., fingerprints), the MD p-value is wildly

Inaccurate, Top features for positive contribution
Fingerprint Bit/Smiles [Feature Structure [Score




FCFP_2

32

0.526

FCFP_2

0.511

FCFP_2

367998008

~

N-N
["):[cH]:[c](Cl):[cH]
iy

0.413

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

-0.489

FCFP_2

203677720

RSN

Ny

puee

N-N
["I=Clel(:[eHET):(
cHL:[*]

-0.406




FCFP_2

RN

NN

pues

N—N

["1C["]

-0.29




9b TOPKAT_Rat_Maximum_Tolerated Dose Gavage

F Structural Similar Compounds
Name PHENYLBUTAZONE PROMETHAZINE.HCL CHLORPHENIRAMINE
MALEATE
N Structure
SNH
)
N ~ N —O
N* s
an
N—N
C,oH ,FNg Actual Endpoint (-log C) 3.48909 3.93152 3.96188
Molecular Weight: 348.37688 Predicted Endpoint (-log 3.17333 4.72433 3.83117
ALogP: 4.508 ©)
Rotatable Bonds: 5 Distance 1.062 1.092 1.101
Reference NCI/NTP TR-367 NCI/NTP TR-425 NCI/NTP TR-317

Acceptors: 5
Donors: 1

Model Applicability

i~ti Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.

Prediction: 0.000525 _ - .
1. Num_AromaticRings out of range. Value: 4. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

Unit: g/kg_k.)od)./_weight 2. OPS PC7 out of range. Value: -3.0294. Training min, max, SD, explained variance: -2.8003,
Mahalanobis Distance: 16.1 2.9332, 1.16, 0.0416.

Mahalanobis Distance p-value: 1.64e-014 Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*D):[*]
generalization of the Euclidean distance that accounts for Unknown FCFP 2 feature: -1539162406: [*]C[c]l'n'[*]'[*]'n'l'[*]
correlations among the X properties. It is calculated as the — ’ ’ Corb b e
distance to the center of the training data. The larger the MD, the Unknown FCFP_2 feature: 1294285001: [*]=NN[c](:[*]):[*]

Unknown FCFP_2 feature: 581019816: [*IN\N=C\[*]

No oMW

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- Feature Contribution

normal X properties (e.g., fingerprints), the MD p-value is wildly

Inaccurate, Top features for positive contribution
Fingerprint Bit/Smiles [Feature Structure [Score




FCFP_2

32

0.526

FCFP_2

0.511

FCFP_2

367998008

puee

NN
["):[cH]:[c](Cl):[cH]
iy

0.413

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

-0.489

FCFP_2

203677720

by

—~

N-N
[1=Cle]CIeHI:I):
cHI:T]

-0.406




FCFP_2

RN

Ny

oS

N—N

['ICr]

-0.29




9c

TOPKAT_Rat_Maximum_Tolerated Dose Gavage

HO

N—N

C19H18NGO

Molecular Weight: 346.38582
ALogP: 4.061

Rotatable Bonds: 5
Acceptors: 6

Donors: 2

Structural Similar Compounds

Name OCHRATOXIN SULFISOOXAZOLE PROBENECID
Structure
O OH
H,N >~
OH O/ o//H\N \J> //O
» H
Ho PN AN
o (¢}
Actual Endpoint (-log C) 6.28396 2.82494 2.85333
Predicted Endpoint (-log 5.12358 3.0705 2.4258
C)
Distance 0.968 1.064 1.232
Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-395

Model Prediction
Prediction: 0.00197

Unit: g/kg_body_weight
Mahalanobis Distance: 19.1

Mahalanobis Distance p-value: 2.18e-018

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 or appearing too infrequently

in the training set.

oukwnE

Unknown FCFP_2 feature

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

: -332197802: [*][c]L:[*1:[*1:[c]C:[*D:n:1:n:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C*D:[*]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
1294285001: [*]=NN[c](:[*D:[*]
581019816: [*IN\N=C\[*]

Num_AromaticRings out of range. Value: 4. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

Feature Contribution

Top features for positive contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 1 HO. : 0.511
1
N\N
~ X
N—N




FCFP_2

~ 1

N—N

[IN[]

0.104

FCFP_2

-1272798659

a9

N—N

[*Jccc

0.0703

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

-0.489

FCFP_2

203677720

"0

Ny

Wee
["I=ClelCleHL: D
cHI["]

-0.406

FCFP_2

-

NN

Pues

N—N

[1Cl]

-0.29







9d TOPKAT_Rat_Maximum_Tolerated Dose Gavage

ON Structural Similar Compounds
Name OCHRATOXIN SULFISOOXAZOLE PROBENECID
Structure
N O OH

N o 0%
| H |
N HO /\/N

77\
g o O

N—N
Actual Endpoint (-log C) 6.28396 2.82494 2.85333
C19H17N702 ) Predicted Endpoint (-log 5.12358 3.0705 2.4258
Molecular Weight: 375.38397 C)
ALogP: 4.197 Distance 1.096 1.156 1.294
Rotatable Bonds: 6 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-395
Acceptors: 7 - —
Donors: 1 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.
Prediction: 0.00156 1. Num_H_Acceptors out of range. Value: 7. Training min, max, mean, SD: 0, 6, 1.6146, 1.644.
Unit: g/kg_body_weight 2. Num_AromaticRings out of range. Value: 4. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
Mahal _b D'_ 176 3. OPS PC6 out of range. Value: -2.6439. Training min, max, SD, explained variance: -2.4321,
ahalanobis Distance: 17. 2.9885, 1.256, 0.0488.

Mahalanobis Distance p-value: 1.56e-016 Unknown FCFP_2 feature: 8: [*][N+](=[*])[*]
Mahalanobis Distance: The Mahalanobis distance (MD) is a

4
generalization of the Euclidean distance that accounts for S Unknown FCFP_2 feature: 5: [*][O_]
correlations among the X properties. It is calculated as the 6. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c](:[*]):n:1:n:[*]
7
8

distance to the center of the training data. The larger the MD, the Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*D:[*]
oY atae prediction. Unknown FCFP_2 feature: -1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]

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

training dat? with an MD greatelrI thdan ot; eqL(Jja(Ijto thehone for”the 9: Unknown ECFEP 2 feature: 1294285001 [*]=NN[C](:[*]):[*]
iven sample, assuming normal istributed data. The smaller -
?he p—valug, the less tru%tworthy¥he prediciton. For highly non- 10.  Unknown FCFP_2 feature: 581019816: []N\N=C\[*]
normal X properties (e.g., fingerprints), the MD p-value is wildly 11.  Unknown FCFP_2 feature: -828984032: [][N+](=[*])[c](:[cH]:[*]):[cH]:[*]

12. Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[N+](=O)[O-]
13.  Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]
14.  Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Feature Contribution

Top features for positive contribution
Fingerprint |Bit/SmiIes |Feature Structure |Score




FCFP_2

0.511

FCFP_2

~ X

N—N

[IN[]

0.104

FCFP_2

-1272798659

|

Ny

2

N—N

[*]CCC

0.0703

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

-0.489

FCFP_2

203677720

—~ X

N-N
[(1=Cle]CleHI
cHI[']

-0.406




FCFP_2

ON \@\‘
I

N

cd
3

o~

N—N

['ICl]

-0.29




14a TOPKAT_Rat_Maximum_Tolerated Dose Gavage
Structural Similar Compounds
/N\ Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
N
NN Structure
e 3 o
s — N/N O
H/// . H,N °©
N Q\o \OH NH o OL//’TL OlNH
= i 0% Ny < (&‘1
H O=
HO :Q%
o o ° oH
HOOC
Actual Endpoint (-log C) 6.28396 2.82494 2.54455
C22H19N7O3S ) Predicted Endpoint (-log 5.12358 3.0705 3.9702
Molecular Weight: 461.49635 C)
ALogP: 3.42 Distance 1.228 1.392 1.462
Rotatable Bonds: 7 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336

Acceptors: 8
Donors: 2

Model Prediction
Prediction: 0.00596

Unit: g/kg_body_weight
Mahalanobis Distance: 18.3

Mahalanobis Distance p-value: 2.45e-017

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 or appearing too infrequently
in the training set.

1. Molecular_Weight out of range. Value: 461.5. Training min, max, mean, SD: 68.074, 434.63,
171.13, 85.06.

2. Num_H_Acceptors out of range. Value: 8. Training min, max, mean, SD: 0, 6, 1.6146, 1.644.
3. Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

4.  Molecular_PolarSurfaceArea out of range. Value: 152.07. Training min, max, mean, SD: 0,
138.03, 28.978, 32.1.

5. OPS PC1 out of range. Value: 8.6119. Training min, max, SD, explained variance: -4.0008,
7.9165, 2.861, 0.2531.

6. Unknown FCFP_2 feature: -1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
7. Unknown FCFP_2 feature: -1564473960: [*[:n1:[*]:[*]:n:[c]:1:[c]C:*D:I*]
8.  Unknown FCFP_2 feature: -332197802: [*[[c]1:[*]:[*]:[c]C:[*):n:1:n:[*]

Feature Contribution
Top features for positive contribution

Fingerprint |Bit/SmiIes |Feature Structure |Score




["1=CICIeTEH] ")) [
cHI[']

FCFP_2 il ? 0.511
'\;YN"N N
=N
NHZ; f
COCH
[']=0
FCFP_2 3 ? 0.104
'\;YN"N N
=N
g !
COOH
[*IN[]
FCFP_2 -1272798659 0.0703
'\;)*,N. SN
=N
g
COOH
[*jccc
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 136597326 N\(? -0.489
'\;YN"N N
=N
NH!; f—
COCH
["|cC
FCFP_2 203677720 -0.406




FCFP_2

1872154524

-0.307




14b

TOPKAT_Rat_Maximum_Tolerated Dose Gavage

Structural Similar Compounds

AR Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
N
\ Structure
I C .
S —/
N —!
i ° OH " i i B O N
i O T &
H 0=
HO :Q%
o o ° oH
ON
Actual Endpoint (-log C) 6.28396 2.82494 2.54455
C21H18N803S ) Predicted Endpoint (-log 5.12358 3.0705 3.9702
Molecular Weight: 462.48441 C)
ALogP: 3.685 Distance 1.372 1.468 1.544
Rotatable Bonds: 7 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336

Acceptors: 8
Donors: 1

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
in the training set.

Model Prediction
Prediction: 0.00306 1.
Unit: g/kg_body_weight

Mahalanobis Distance: 18.8 3
Mahalanobis Distance p-value: 4.78e-018 4.

Mahalanobis Distance: The Mahalanobis distance (MD) is a
generalization of the Euclidean distance that accounts for

Molecular_Weight out of range. Value: 462.48. Training min, max, mean, SD: 68.074, 434.63,
171.13, 85.06.

2. Num_H_Acceptors out of range. Value: 8. Training min, max, mean, SD: 0, 6, 1.6146, 1.644.
Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.

Molecular_PolarSurfaceArea out of range. Value: 160.6. Training min, max, mean, SD: 0,
138.03, 28.978, 32.1.

OPS PC9 out of range. Value: -2.7709. Training min, max, SD, explained variance: -2.7086,

o

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.

2.9267, 1.019, 0.0321.

Unknown FCFP_2 feature: 8: [*][IN+](=[*])[*]

6.
7. Unknown FCFP_2 feature: 5: [*][O-]
8

Unknown FCFP_2 feature: -1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]

9: Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*D:[*]
10.  Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*):[c]C:[*]):n:1:n:[*]

11.  Unknown FCFP_2 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*]):[cH]:[*]
12.  Unknown FCFP_2 feature: -1338588315: [*]:[c](:[*])[N+](=O)[O-]
13.  Unknown FCFP_2 feature: 1872392852: [*][N+](=O)[*]
14.  Unknown FCFP_2 feature: 260476081: [*][N+](=[*])[O-]

Feature Contribution

Top features for positive contribution




z

N)\, N. ;(\
S

N N

=N
57
NO

‘1ee

Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 1 Nj/@ 0.511
'\;)"MN N
=N
5[0 ]
NO,
[*1=0
FCFP_2 3 ? 0.104
'\;)"MN N
=N
g !
NO,
[INE]
FCFP_2 11272798659 0.0703
'\;YN"N N
=N
g’
NO,
[*]ccc
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 136597326 -0.489




FCFP_2 1872154524 @ -0.307
ZYMN “N
=N
g
NO,
[IC(=0)I"]
FCFP_2 D -0.29

NO,
["ICI"]




14c TOPKAT_Rat_Maximum_Tolerated Dose Gavage
Structural Similar Compounds
N Name OCHRATOXIN SULFISOOXAZOLE PENICILLIN VK
N>\/N\N N . Structure O
s _/
I N HN °
n N O\ NH O o—=N l
0 OH I L > 07 N
= 07 Ny < (&‘1
O H 0=
HO :Q%
o o ° oH
H,NO ,S
Actual Endpoint (-log C) 6.28396 2.82494 2.54455
C21H20N80352' Predicted Endpoint (-log 5.12358 3.0705 3.9702
Molecular Weight: 496.56529 C)
ALogP: 2.496 Distance 1.363 1.453 1.562
Rotatable Bonds: 7 Reference NCI/NTP TR-358 NCI/NTP TR-138 NCI/NTP TR-336
Acceptors: 8 - —
Donors: 2 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.
Prediction: 0.0275 1. Molecular_Weight out of range. Value: 496.57. Training min, max, mean, SD: 68.074, 434.63,
Unit: g/kg_body_weight 171.13, 85.06. o
’ - _ 2. Num_H_Acceptors out of range. Value: 8. Training min, max, mean, SD: 0, 6, 1.6146, 1.644.
Mahalanob!s D!stance. 16 3. Num_AromaticRings out of range. Value: 5. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
Mahalanobis Distance p-value: 2.39e-014 4. Molecular_PolarSASA out of range. Value: 269.26. Training min, max, mean, SD: 0, 223.97,
I\/Iahalalnobis Disf,ta;]nce: T|h§ I\/Iarglalanobis P?istance (MD% is a 50.816, 55.15.
eneralization of the Euclidean distance that accounts for . [ ; .
gorrelaﬁons among the X properties. It is calculated as the 5. Molecular_PolarSurfaceArea out of range. Value: 183.32. Training min, max, mean, SD: 0,
distance to the center of the training data. The larger the MD, the 138.03, 28.978, 32.1.
less trustworthy the prediction. , , 6. OPS PC1 out of range. Value: 8.7116. Training min, max, SD, explained variance: -4.0008,
Mahalanobis Distance p-value: The p-value gives the fraction of 7.9165. 2.861. 0.2531
training data with an MD greater than or equal to the one for the ’ e v ) . . . .
given sample, assuming normally distributed data. The smaller 7. OPS PC6 out of range. Value: -2.4899. Training min, max, SD, explained variance: -2.4321,
the p-value, the less trustworthy the prediciton. For highly non- 2.9885, 1.256, 0.0488.
ﬂgcr?jlr;;mpemes (e.g., fingerprints), the MD p-value is wildly 8. OPS PC9 out of range. Value: -3.1064. Training min, max, SD, explained variance: -2.7086,
2.9267, 1.019, 0.0321.
9. Unknown FCFP_2 feature: -1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
10.  Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C:[*]):[*]
11.  Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*):[c]C:[*D):n:1:n:[*]
Feature Contribution
Top features for positive contribution




Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 1 Nj/@ 0.511
'\;)"N~N~‘NN
NH!; f_
SO NH,
[1=0
FCFP_2 3 ? 0.104
'\;)"N~N~‘NN
o !
SO NH,
IND']
FCFP_2 11272798659 0.0703
o=
S)~,N. _\NN
g’
SO ,NH,
[F]lccc
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
FCFP_2 136597326 -0.489




FCFP_2 203677720 -0.406
N,:NI I |
5’
el [eHE )]
cHI:[*]
FCFP_2 1872154524 -0.307

N’\LI |
S)~,N. -\ N

N
g

SO ,NH,
[IC(=0)["]




15

TOPKAT_Rat_Maximum_Tolerated Dose Gavage

Acceptors: 6
Donors: 1

Structural Similar Compounds

N\ N
Name SULFISOOXAZOLE OCHRATOXIN PENICILLIN VK
Structure O
H 9 N O ,
H,N . Ol
—=N, X
N O OL B OH " O N
0% N “
/ : @
\ HO ::)%
N/N o o ° OH
Actual Endpoint (-log C) 2.82494 6.28396 2.54455
C H15N7OS Predicted Endpoint (-log 3.0705 5.12358 3.9702
Molecular Weight: 341.39089 C)
ALogP: 2.008 Distance 1.009 1.086 1.153
Rotatable Bonds: 5 Reference NCI/NTP TR-138 NCI/NTP TR-358 NCI/NTP TR-336

Model Prediction

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently

in the training set.

1.  Num_AromaticRings out of range. Value: 4. Training min, max, mean, SD: 0, 2, 0.5625, 0.693.
Unknown FCFP_2 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]G:[*D:[*]

Prediction: 0.0362
Unit: g/kg_body_weight
Mahalanobis Distance: 15

Mahalanobis Distance p-value: 5.46e-013

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.

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.
3. Unknown FCFP_2 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]
4

Unknown FCFP_2 feature: -1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]

Feature Contribution
Top features for positive contribution

Mahalanobis Distance p-value: The p-value gives the fraction of Fingerprint Bit/Smiles Feature Structure Score
training data with an MD greater than or equal to the one for the
given sample, assuming normally distributed data. The smaller ECEP 2 il 0.511




FCFP_2

[*IN[']

0.104

FCFP_2

-1272798659

,(\
\/\<;:

["]CCC

0.0703

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

-0.489

FCFP_2

1872154524

-0.307

FCFP_2

["1C["]

-0.29







Doxorubicin TOPKAT_Rat_Maximum_Tolerated Dose Gavage

NH, Structural Similar Compounds
HO Name AMPICILLIN TRIHYDRATE | OCHRATOXIN PENICILLIN VK
Structure
: NSHE
0 ° OH © ? 0
HO 1 O Ny N
O%» s B¢
A N 0 5,
0 o N
. s
OH ‘ ‘ OH o o OH
OH o]
Actual Endpoint (-log C) 2.36724 6.28396 2.54455
C27H29Noll ) Predicted Endpoint (-log 2.27651 5.12358 3.9702
Molecular Weight: 543.51925 C)
ALogP: -4.4e-002 Distance 1.486 1.531 1.674
Rotatable Bonds: 5 Reference NCI/NTP TR-318 NCI/NTP TR-358 NCI/NTP TR-336
Acceptors: 12 - —
Donors: 6 Model Applicability
Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Model Prediction in the training set.
Prediction: 4.1e-005 1. Molecular_Weight out of range. Value: 543.52. Training min, max, mean, SD: 68.074, 434.63,
Unit: g/kg_body_weight 171.13, 85.06.

-9 g_. ¥— 9 _ 2. Num_H_Donors out of range. Value: 6. Training min, max, mean, SD: 0, 3, 0.4375, 0.8311.
Mahalanob!s D!stance. 18.3 3. Num_H_Acceptors out of range. Value: 12. Training min, max, mean, SD: 0, 6, 1.6146, 1.644.
Mahalanobis Distance p-value: 1.97e-017 4.  Molecular_PolarSASA out of range. Value: 345.3. Training min, max, mean, SD: 0, 223.97,
I\/Iahalalnobis Disf,ta;]nce: T|h§ I\/Iarglalanobis P?istance (MD% is a 50.816, 55.15.

eneralization of the Euclidean distance that accounts for . [ ; .
gorrelaﬁons among the X properties. It is calculated as the 5.  Molecular_PolarSurfaceArea out of range. Value: 206.07. Training min, max, mean, SD: O,
distance to the center of the training data. The larger the MD, the 138.03, 28.978, 32.1.
less trustworthy the prediction. , , 6. OPS PC1 out of range. Value: 12.738. Training min, max, SD, explained variance: -4.0008,
Mahalanobis Distance p-value: The p-value gives the fraction of 7.9165. 2.861. 0.2531
training data with an MD greater than or equal to the one for the ’ v e e )
ghiven salmpleh aslsuming normﬁllyhdistrib;ted dalt:a. Thhehslmaller 7. Unknown FCFP_2 feature: -1549669478: [*]:[c]:[*])C(=O)[c](:[*]):[*]
the p-value, the less trustwort the prediciton. Fo non- . . —
norrFr)waYI Xupropertiess (egjg.,V\flinge)r/printg), thIeIMD p—vraILIJ% isywildly 8. Unknown FCFP—2 feature: -415156552: [*]CC(O)(C[*])C(_[*])[*]
inaccurate.

Feature Contribution
Top features for positive contribution
Fingerprint Bit/Smiles [Feature Structure [Score




FCFP_2

332760439

NH,

Horj\

ol 9 oH o g

NI
O oh o

[IO[c](:[cHI:["]):[c

1D

:

0.672

FCFP_2

NH,
HO

o

g

(0] (0]

(0]
HO OH O
2040

OH
OH O

:

[=0

0.511

FCFP_2

NH,
HO

o

-

(0] [¢)

(0]
HO OH O
AN

OH
OH O

:

[*IN[]

0.104

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

FCFP_2

136597326

NH,
HO

o
:

(¢} (¢}

(0]

HO OH O
2040
H

° OH O

[1cc

-0.489

FCFP_2

203677720

NH,

o"o
HO OH O
o® ‘@‘
OH

OH O
[I=Clel(:[cHL:["])
cHI[]

-

(@)

:

-0.406




FCFP_2

1872154524

[1IC(=0)"]

-0.307




7a TOPKAT_ Rat_Oral _LD50
Structural Similar Compounds
Name FLUBENDAZOLE CARBAMIC ACID; N-(5- | METHYL-1-
BENZOYLBENZIMIDAZOL |(BUTYLCARBAMOYL)-2-
N o -2-YL)-; METHYL ESTER | BENZIMIDAZOLE
Wé CARBAMATE
HN Structure
SNH O
s (:Z;
N N‘__/
| 0 Y
N N
%NH H‘<Oi
N
N—N
C,oH,sN,O / /
Molecular Weight: 367.44809 Actual Endpoint (log C) | 2.088 2617 1.463
ALogP: 3.681 Predicted Endpoint (log | 2.69288 2.2368 1.78491
Rotatable Bonds: 5 C)
Acceptors: 5 Distance 0.641 0.651 0.701
Donors: 3 Reference YRTMAG 9;11;78 IYKEDH 19;735;88 JHEMA2 24;295;80

Model Prediction
Prediction: 0.861

Unit: g/kg_body_weight
Mahalanobis Distance: 27.2

Mahalanobis Distance p-value: 1.37e-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 or appearing too infrequently

in the training set.

BoOooNOGOM~WONE

All properties and OPS components are within expected ranges.
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:

16: [*]:[cH]:[*]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1151884458: [*IN[c]C:n:[*D:[c]GI*D:*]
4427049: *1[c1CI¥D:n:nC*D):[*]
-332197802: [*[c]1:[*:[*1:[clC¥D:n:Lin:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:L:[c]C[*D:[*]
1294344583: [*INN[c](:[*D:[*]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
-885461129: [*INNC(=[*])[*]

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

642810091

0.281

FCFP_6

1499521844

O
N-N

["INC(=O)N["]

0.258

ECFP_6

-1897341097

N O
H

N.
HN

puee

N-N

[*IN[*]

0.216

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

655739385

Q

N O
HY
Ne
N

e

N-N

[*]:n:[]

-0.239

ECFP_6

734603939

e

N-N

['1C

-0.201




ECFP_6

1795525632

[ICCIe]CID:I]

-0.176




7b

TOPKAT_Rat_Oral_LD50

v
:

(e}
HN \NH
N~
J
e
N—N
C19H19N7O
Molecular Weight: 361.40046
ALogP: 3.399

Rotatable Bonds: 5
Acceptors: 5
Donors: 3

Structural Similar Compounds

Name CARBAMIC ACID; N-(5- FLUBENDAZOLE SULFAQUINOXALINE
BENZOYLBENZIMIDAZOL
-2-YL)-; METHYL ESTER

Structure

o o 2
o] o]
/ /
Actual Endpoint (-log C) 2.617 2.088 2.341
Predicted Endpoint (-log 2.2368 2.69288 2.42674
C)
Distance 0.705 0.709 0.785
Reference IYKEDH 19;735;88 YRTMAG 9;11;78 MahWM# 16NOV82

Model Prediction
Prediction: 2.51

Unit: g/kg_body_weight
Mahalanobis Distance: 27.5

Mahalanobis Distance p-value: 2.14e-046

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 or appearing too infrequently

in the training set.

BOooNOGOA~WNE

All properties and OPS components are within expected ranges.
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:

16: [*]:[cH]:[*]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1151884458: [*IN[c](:n:[*D:[c]G*D: 4]
4427049: [*[c]GED:n:nCG*D):[*]
-332197802: [*][c]1:[*:[*:[c]G:[¥D:n:1:n:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C[¥D:[¥]
1294344583: [*INN[C]C:[*D:[*]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
-885461129: [*INNC(=[*D[*]

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

642810091

0.281

FCFP_6

1499521844

O
N-N

["INC(=O)N["]

0.258

ECFP_6

-1897341097

N O
H

N.
HN

puee

N-N

[*IN[*]

0.216

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

655739385

>

N O
HY
Ne
N

e

N-N

[*]:n:[]

-0.239

ECFP_6

734603939

e

N-N

['1C

-0.201




ECFP_6

1795525632

[ICCIe]CID:I]

-0.176




8a TOPKAT_ Rat_Oral _LD50
ﬁ Structural Similar Compounds
HN . s Name CARBAMIC ACID; [1-[(5- [OCHRATOXIN A CARBAMIC ACID; N-(5-
= CYANOPENTYL)CARBAM BENZOYLBENZIMIDAZOL
OYL]BENZIMIDAZOL-2- -2-YL)-; METHYL ESTER
HN YL]-; METHYL ESTER
\NH
Structure O
B 2. | O
| B N
OH
e
N—N
W

CisHoN,S N a
Molecular Weight: 329.42325 Actual Endpoint (-log C) 2.12 4.305 2.617
ALogP: 3.388 Predicted Endpoint (log | 1.78415 3.03558 2.2368
Rotatable Bonds: 7 C)
Acceptors: 5 Distance 0.666 0.720 0.725
Donors: 3 Reference 85ARAE 4:118:76/77 FCTXAV 6;479:68 IYKEDH 19;735;88

Model Prediction
Prediction: 0.742

Unit: g/kg_body_weight
Mahalanobis Distance: 26.7

Mahalanobis Distance p-value: 2.43e-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 or appearing too infrequently

in the training set.

Unknown FCFP_6 feature:
Unknown FCFP_6 feature:

16: [*]:[cH]:[*]

Unknown FCFP_6 feature:

BoOooNOGOM~WONE

Unknown FCFP_6 feature: -1151884458:
Unknown FCFP_6 feature: 4427049: [*][c](:[*]):n:n(:[*]):[*]
Unknown FCFP_6 feature: -332197802: [*][c]1:[*]:[*]:[c]C:[*]):n:1:n:[*]

Unknown FCFP_6 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*D:[*]
1294344583: [*INN[c](:[*D:[*]
Unknown FCFP_6 feature: -1539162406:
0. Unknown FCFP_6 feature: -885461129: [*INNC(=[*])[*]

All properties and OPS components are within expected ranges.

1618154665: [*]:[cH]:[cH]:[cH]:[*]

CIN[C]Cn:[D):[el D[]

[*ICIclL:n:[*]:[*]:n:21:]*]

Feature Contribution

Top features for positive contribution

Fingerprint |Bit/SmiIes

|Feature Structure

|Score




ECFP_6

642810091

[1:[elCID):["]

0.281

FCFP_6

1499521844

1
WY
N
N/
)
N

o~
N—N
["INC(=O)N[*]

0.258

ECFP_6

-1897341097

h
S
N
N

~

N—=N

[*IN[']

0.216

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

197523368

N
S
Y
N
H
N

~

N—N

[ICNC(=])[]

-0.301

ECFP_6

655739385

h
WS

Y

R

N=N

["l:n:["]

-0.239




ECFP_6

734603939

-0.201




8b

TOPKAT_Rat_Oral_LD50

N—N

C19H25N7S

Molecular Weight: 383.51369
ALogP: 4.898

Rotatable Bonds: 7
Acceptors: 5

Donors: 3

Structural Similar Compounds

Name PHOSPHORAMIDOTHIOIC | OCHRATOXIN A [4-CHLORO-6-(2;3-
ACID; ACETIMIDOYL-; XYLIDINO)2-
O;0-bis-(p- PYRIMIDINYLTHIOJACETI
CHLOROPHENYL)ESTER C ACID

Structure

O Hojéo

Actual Endpoint (-log C) 5.006 4.305 1.892

Predicted Endpoint (-log 3.23989 3.03558 3.41405

C)

Distance 0.716 0.730 0.737

Reference FMCHA2 -;C149;89 FCTXAV 6;479;68 DRFUDA4 4;273;79

Model Prediction
Prediction: 0.297

Unit: g/kg_body_weight
Mahalanobis Distance: 27.1

Mahalanobis Distance p-value: 1.27e-043

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 or appearing too infrequently

in the training set.

BoOooNOGOM~WONE

All properties and OPS components are within expected ranges.

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:

16: [*]:[cH]:[*]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1151884458: [*IN[c]C:n:[*D:[c]GI*D:*]
4427049: *1[c1CI¥D:n:nC*D):[*]
-332197802: [*[c]1:[*:[*1:[clC¥D:n:Lin:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:L:[c]C[*D:[*]
1294344583: [*INN[c](:[*D:[*]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
-885461129: [*INNC(=[*])[*]

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

642810091

0.281

FCFP_6

1499521844

O
N-N

["INC(=O)N["]

0.258

ECFP_6

-1897341097

NS
H

N.
HN

puee

N-N

[*IN[*]

0.216

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

655739385

Q

NS

HY
Ne
N

e

N-N

[*]:n:[]

-0.239

ECFP_6

734603939

N-N

['1C

-0.201




ECFP_6

1795525632

[ICCIe]CID:I]

-0.176




9a

TOPKAT_Rat_Oral_LD50

Cl

N—N

C,oH;;CINg

Molecular Weight: 364.83147
ALogP: 4.967

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name TALNIFLUMATE INDOMETHAZINE ACRIDINE; 9-[3-
(DIMETHYLAMINO)PROPY
LAMINO]-1-NITRO-
Structure

A

o

.

Actual Endpoint (-log C) 1.538 5.17 4.101

Predicted Endpoint (-log 2.82541 3.33605 3.3633

C)

Distance 0.671 0.676 0.687

Reference FRPSAX 36;372;81 ARZNAD 25;1526;75 MMDPAG 8;252;76

Model Prediction
Prediction: 0.447

Unit: g/kg_body_weight
Mahalanobis Distance: 23.9

Mahalanobis Distance p-value: 2.66e-025

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 or appearing too infrequently

in the training set.

All properties and OPS components are within expected ranges.
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:
Unknown FCFP_6 feature:

16: [*]:[cH]:[*]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1151884458: [*IN[c](:n:[*D:[c]G*D: 4]
4427049: [*[c]GED:n:nCG*D):[*]
-332197802: [*][c]1:[*:[*:[c]G:[¥D:n:1:n:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C[¥D:[¥]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
1294285001: [*]=NN[c](:[*D:[*]
581019816: [*IN\N=C\[*]

-2100785893: [*]\N=C\[c](:[*]):[*]
71476542: [*]:[c](:*])CI

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

ECFP 6

642810091

Cl

I
N\N

ee

N—N

[1:[elCD):[7]

0.281

FCFP_6

-1897341097

~

N—N

[IN["]

0.216

-149636017

RSN

AN

s

N=N
[*]=Clc]1:[cH]:[cH]:[
c](Cl):[cH]:[cH]:1

0.193

Fingerprint

Top Features for negative contribution

ECFP_6

Bit/Smiles
817402818

Feature Structure

Score

ECFP_6

-0.263

655739385

-0.239




ECFP_6

734603939

-0.201




9b

TOPKAT_Rat_Oral_LD50

N—N

C19H17FN6

Molecular Weight: 348.37688
ALogP: 4.508

Rotatable Bonds: 5
Acceptors: 5

Donors: 1

Structural Similar Compounds

Name ACRIDINE; 9-[3- INDOMETHAZINE TALNIFLUMATE
(DIMETHYLAMINO)PROP
YLAMINO]-1-NITRO-

Structure

l o
o
o
o
N S
= 72\
\/ h \ n
= N
o
HO ‘ O

Actual Endpoint (-log C) 4.101 5.17 1.538

Predicted Endpoint (-log 3.3633 3.33605 2.82541

C)

Distance 0.657 0.680 0.682

Reference MMDPAG 8;252;76 ARZNAD 25;1526;75 FRPSAX 36;372;81

Model Prediction
Prediction: 0.229

Unit: g/kg_body_weight
Mahalanobis Distance: 25.2

Mahalanobis Distance p-value: 3e-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 or appearing too infrequently

in the training set.

All properties and OPS components are within expected ranges.
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:
Unknown FCFP_6 feature:

16: [*]:[cH]:[*]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1151884458: [*IN[c](:n:[*D:[c]G*D: 4]
4427049: [*[c]GED:n:nCG*D):[*]
-332197802: [*][c]1:[*:[*:[c]G:[¥D:n:1:n:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C[¥D:[¥]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
1294285001: [*]=NN[c](:[*D:[*]
581019816: [*IN\N=C\[*]

-2100785893: [*]\N=C\[c](:[*]):[*]
71476542: [*]:[c](:*])CI

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

1046436026

0.349

ECFP 6

642810091

~ X

N—N

[(L:elCID):[]

0.281

ECFP_6

-1897341097

Q,

N

ues

N—N

["IN[']

0.216

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

655739385

RN

Ny

\/‘<E:I:j

N—N

R

-0.239

ECFP_6

734603939

-0.201




ECFP_6

1795525632

RN

Ny

pues

N—N

[ICCIe]CID:I]

-0.176




9c

TOPKAT_Rat_Oral_LD50

HO

N—N

C19H18NGO

Molecular Weight: 346.38582
ALogP: 4.061

Rotatable Bonds: 5
Acceptors: 6

Donors: 2

Structural Similar Compounds

Name ACRIDINE; 9-[3- FLUBENDAZOLE CARBAMIC ACID; N-(5-
(DIMETHYLAMINO)PROP BENZOYLBENZIMIDAZOL
YLAMINO]-1-NITRO- -2-YL)-; METHYL ESTER
Structure

Actual Endpoint (-log C) 4.101 2.088 2.617

Predicted Endpoint (-log 3.3633 2.69288 2.2368

C)

Distance 0.701 0.709 0.713

Reference MMDPAG 8;252;76 YRTMAG 9;11;78 IYKEDH 19;735;88

Model Prediction
Prediction: 0.501

Unit: g/kg_body_weight
Mahalanobis Distance: 24.6

Mahalanobis Distance p-value: 9.13e-029

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 or appearing too infrequently

in the training set.

All properties and OPS components are within expected ranges.

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:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:

16: [*]:[cH]:[*]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1151884458: [*IN[c](:n:[*D:[c]G*D: 4]
4427049: [*[c]GED:n:nCG*D):[*]
-332197802: [*][c]1:[*:[*:[c]G:[¥D:n:1:n:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C[¥D:[¥]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
1294285001: [*]=NN[c](:[*D:[*]
581019816: [*IN\N=C\[*]

-2100785893: [*]\N=C\[c](:[*]):[*]
74595001: [*]:[cH]:[c](O):[cH]:[*]
-549108873: [*]:[c]:[*])O

Feature Contribution
Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

642810091

X1

N—N

[(LelCID):[]

0.281

ECFP 6

-1897341097

~ X

N—N

[IN[]

0.216

ECFP_6

2019062761

o)

NN

pues

N—N

[1[elCI'DO

0.138

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

655739385

o

NN

\/‘<E:I:j

N—N

R

-0.239

FCFP_6

046589555

~ X

N-N
(el 1:["1:[eHI:el(
O):[cH]:[cH]:1

-0.204




ECFP_6

734603939

-0.201




9d TOPKAT Rat_Oral_LD50
ON Structural Similar Compounds
Name ACEMETACIN bis-OXATIN ACETATE PRASOZIN .HCI (HCI
STRIPPED)
| Structure =
7
SNH O %o Oj/E}
° N O
N~ /"\ Y y
\/\< / ° o 2 o
N—N Oé(o/n T o
C,oH /N0, Actual Endpoint (-log C) 4.235 1.717 2.294
Molecular Weight: 375.38397 Predicted Endpoint (-log 3.39415 2.40947 3.00765
ALogP: 4.197 ©)
Rotatable Bonds: 6 Distance 0.695 0.721 0.728
Reference ARZNAD 30;1398;80 NIIRDN 6;609;82 NIIRDN 6;688;82

Acceptors: 7
Donors: 1

Model Prediction
Prediction: 0.573

Unit: g/kg_body_weight
Mahalanobis Distance: 27.1

Mahalanobis Distance p-value: 5.18e-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 or appearing too infrequently

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 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:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:

1043790491: [*][N+](=[*)[*]

781519895: [*][O-]

-179073144: [][N+](=["])[c] (:[cH]:[]):[cH]:[*]
-215026467: [*]:[c](:[*])IN+](=0)[O-]
2104376220: [*][IN+](=0O)[*]

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

16: [*]:[cH]:[*]

8: [IIN+](=["D["]

5:["[O-]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1151884458: [*IN[c](:n:[*D:[c]GPD: 4]
4427049: [*[c]GED:n:nCG*D):[*]
-332197802: [*][c]1:[*:[*:[c]G[*D:n:1:n:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]C*D:[*]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
1294285001: [*]=NN[c](:[*D:[*]
581019816: [*]N\N=C\[*]

-2100785893: [*]\N=C\[c](:[*]):[*]




20.  Unknown FCFP_6 feature: -828984032: [*][N+](=[*D[c]C:[cH]:[*]):[cH]:[*]
21.  Unknown FCFP_6 feature: -1338588315: [*]:[c](:[*])[N+](=O)[O-]

22.  Unknown FCFP_6 feature: 1872392852: [*][N+](=O)[*]

23.  Unknown FCFP_6 feature: 260476081: [*][N+](=[*])[O-]

Feature Contribution

Top features for positive contribution

Fingerprint

Bit/Smiles Feature Structure Score

ECFP_6

642810091 02N\©\‘ 0.281
[l

Ny

Jues

N—N

CLCED

ECFP_6

-1897341097 OZN\©\‘ 0.216
1

Y

J\«m

N—N

[IN[]

ECFP_6

-1074141656 OZN\©\‘ 0.142
I

Y

J\«m

N—=N

['I=0

Top Features for negative contribution

Fingerprint

|Bit/SmiIes |Feature Structure |Score




ECFP_6

655739385

ON \@\‘
I

N

Ppues

N—N

(][]

-0.239

ECFP 6

734603939

-0.201

ECFP_6

-1795525632

["ICCICI(:["]):["]

-0.176




14a TOPKAT Rat_Oral _LD50
Structural Similar Compounds
/N\ Name BENZENESULFONIC BENZOTHIAZOLE; 6- AZOSEMIDE
N ACID; 2;2'-(4;4'- NITRO-2-(p-
>\/N\ N BIPHENYLYLENEDIVINYL |NITROBENZOYLAMINO)-
N N ENE)DI-; DISODIUM SALT
s =/ (Na STRIPPED)
n/é/ Structure .
o | .
N
e
/\\/ N <\,)
N
HooC ) \é
o NH
CoHN,05S O//N O Y
Molecular Weight: 461.49635
ALogP: 3.42 Actual Endpoint (-log C) 1.968 2.361 2.163
Rotatable Bonds: 7 Predicted Endpoint (-log 1.72109 2.96257 2.21052
C
Acceptors: 8 )
Distance 0.839 0.960 0.986
Donors: 2
Reference MVCRB3 2;193;73 JPETAB 90;260;47 IYKEDH 18;666;87

Model Prediction
Prediction: 2.37

Unit: g/kg_body_weight
Mahalanobis Distance: 28.8

Mahalanobis Distance p-value: 1.8e-055

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 or appearing too infrequently

in the training set.

RPRoOoo~NOO~wNE

= o

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:

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature:
Unknown ECFP_2 feature:

1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]

78665610: [*][c]1:[*1:*:[c]G:*D):n:2in:*D):[*]

16: [*]:[cH]:[*]

-1410079687: [*]S[c]1:n:[*]:[*]:n:1:[*]
4427049: [*[c]GD:n:nC*D):[*]
-1539162406: [*]C[c]1l:n:[*]:[*]:n:1:]*]

-1564473960: [*]:n1:[*]:[*]:n:[c]: L:[C1C*D:[*]
-332197802: [*][c]1:[*:[*:[c]:[¥D:n:1:n:[*]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1549222613: [*]:[c](:[*])C(=0)O

Feature Contribution

Top features for positive contribution

Fingerprint |Bit/SmiIes

|Feature Structure

|Score




ECFP_6 642810091 Y@ 0.281
Nx
t?’MN N
=N
NHIZ
COOH
(LLelCID]
ECFP_6 -1897341097 N\'/? 0.216
'\;YN"N_‘NN
NH!; f_
COOH
INE
ECFP_6 1444581947 0.163
ZPN:E:N
YARS
[IC(=["Désd[cHIL
“J:[e)([*]):[cH]:[cH
11
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 655739385 N\'/? -0.239
'\;)"N"N: N
N
NH<; S}-
COCH
[l:n:*]
FCFP_6 566058135 -0.216

COOH

["ICC(=O)N["]




ECFP_6

734603939

-0.201




14b TOPKAT_Rat_Oral_LD50
Structural Similar Compounds
PARS Name BENZENESULFONIC BENZOTHIAZOLE,; 6- ACEMETACIN
N ACID; 2;2'-(4;4'- NITRO-2-(p-
>\/N\N N BIPHENYLYLENEDIVINYL |NITROBENZOYLAMINO)-
/N ENE)DI-; DISODIUM SALT
s =\ (Na STRIPPED)
HI Structure o
(e} U
N
e
/\\ N
[y
ON \é
o NH
A o
C,1H1gNgO5S o"N O % OI
Molecular Weight: 462.48441 o
ALogP: 3.685 Actual Endpoint (-log C) 1.968 2.361 4.235
Rotatable Bonds: 7 Predicted Endpoint (-log 1.72109 2.96257 3.39415
C
Acceptors: 8 )
Distance 0.884 0.916 1.015
Donors: 1
Reference MVCRB3 2;193;73 JPETAB 90;260;47 ARZNAD 30;1398;80

Model Prediction
Prediction: 1.86

Unit: g/kg_body_weight
Mahalanobis Distance: 27.7

Model Applicability

Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
in the training set.

g ) 1. All properties and OPS components are within expected ranges.
Mahalanobis Distance p-value: 6.3e-048 2 Unknown ECFP_2 feature: 1043790491: [*][N+](=[*])[*]
Mahalanobis Distance: The Mahalanobis dist MD) i . .
geanear;?z%tilgn cﬁ %r;cguc”deeaﬁ d?s?gr?césth:t ggggu(nts %olrS ? 3. Unknown ECFP_2 feature: 781519895: [*][O']
correlations among the X properties. It is calculated as the 4, Unknown ECFP_2 feature: 1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]
T o Comier Of ihe raining data. The farger the MD. the 5. Unknown ECFP_2 feature: 78665610: [*][c]L:[*]:[*]:[c](:[*]):n:1:n(:[*]):[*]
Mahalandobis D%itange p-value: Tﬂe p-value gliveshthe fra?tionhof 6. Unknown ECFP_2 feature: -179073144: [*][N+](=*D[c]C:[cH]:[*D:[cH]:[*]
trainin ta with an MD greater than or tot n rt . . [*]- . —
giil/en gan?p?e, ass?Jming go?riglly dailstrci)buetce”cjiada?a. '?hc()e gm%llere 7. Unknown ECFP_2 feature: -215026467: [*]:[c](:[])[N+](=0)[O-]
the p-value, the less trustworthy the prediciton. For highly non- 8. Unknown ECFP_2 feature: 2104376220: [*][N+](=0)[*]
normal X properties (e.g., fingerprints), the MD p-value is wildly 9 Unknown ECFEP 2 feature: -659271057: [*][N+](:[*])[O-]
inaccurate. ) — . )
10.  Unknown FCFP_6 feature: 16: [*]:[cH]:[*]
11.  Unknown FCFP_6 feature: 8: [*][N+](=[*])[*]
12.  Unknown FCFP_6 feature: 5: [*][O-]
13.  Unknown FCFP_6 feature: -1410079687: [*]S[c]1:n:[*]:[*]:n:1:[*]
14. Unknown FCFP_6 feature: 4427049: [*][c]C:[*D:n:nC:[*]):[*]
15.  Unknown FCFP_6 feature: -1539162406: [*|C[c]1:n:[*]:[*]:n:1:[*]
16.  Unknown FCFP_6 feature: -1564473960: [*]:n1:[*]:[*]:n:[c]:1:[c]:[*D:[*]
17.  Unknown FCFP_6 feature: -332197802: [*][c]1:[*]:[*):[c]C:[*]):n:1:n:[*]




18.
19.
20.
21.
22.

Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-828984032: [*][IN+1E*DIc]CIeH:*D:[cH]:[*]
-1338588315: [*]:[c]G:[*DIN+](=0)[O-]
1872392852: [*][N+](=O)[*]

260476081 [*][N+](=[*D[O-]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 642810091 0.281
S
S)*,N. : N
N
NH!; f_
NO,
CLLe)GI:I]
ECFP_6 -1897341097 N\(@ 0.216
'\;YN"N_‘NN
o !
NO,
[*IN[*]
ECFP_6 -1074141656 M'/? 0.142
S
S)\,N. _\NN
N
NO,
["1=0
Top Features for negative contribution
Fingerprint |Bit/SmiIes |Feature Structure |Score




ECFP_6 655739385 N\'/? -0.239
'\;)"N"N:NN
st f
NO,
WEEN
FCFP_6 566058135 -0.216
NN
’\;)‘, N, -\ N
g’
NO,
[FICC(=O)N[*]
ECFP_6 734603939 -0.201




14c TOPKAT_Rat_Oral_LD50
Structural Similar Compounds
/N\ Name AZOSEMIDE BENZENESULFONIC 2;7-NAPHTHALENE
N ACID; 2;2'-(4;4'- DISULFONIC ACID; 4-
>\/N\N N BIPHENYLYLENEDIVINYL |AMINO-5-HYDROXY-; p-
/N ENE)DI-; DISODIUM SALT | TOLUENE SULFONATE
IS SN (Na STRIPPED) ESTER
H Structure
NN, OT
0 Yo o)
HO (O
(\’J O o\\O
-
Neane
120 OH
C,1Hx0NgO,S, O o
Molecular Weight: 496.56529
ALogP: 2.496 Actual Endpoint (-log C) 2.163 1.968 1.615
Rotatable Bonds: 7 Predicted Endpoint (-log 2.21052 1.72109 1.79606
C
Acceptors: 8 )
Distance 0.931 0.947 0.955
Donors: 2
Reference IYKEDH 18;666;87 MVCRB3 2;193;73 85JCAE -;1063;86

Model Prediction
Prediction: 12.3

Unit: g/kg_body_weight
Mahalanobis Distance: 29.9

Mahalanobis Distance p-value: 8.72e-064

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 or appearing too infrequently

in the training set.

BOooNOGOA~WNE

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:
0. Unknown FCFP_6 feature:

All properties and OPS components are within expected ranges.
Unknown ECFP_2 feature:

1986731747: [*]S[c]1:n:[*]:[*]:n:1:[*]
78665610: [*][c]1:[*1:*:[c]G:*D):n:2in:*D):[*]

16: [*]:[cH]:[*]

-1410079687: [*]S[c]1:n:[*]:[*]:n:1:[*]
4427049: [*[c]GD:n:nC*D):[*]
-1539162406: [*]C[c]1l:n:[*]:[*]:n:1:]*]
-1564473960: [*]:n1:[*]:[*]:n:[c]: L:[C1C*D:[*]
-332197802: [*][c]1:[*:[*:[c]:[¥D:n:1:n:[*]
1618154665: [*]:[cH]:[cH]:[cH]:[*]

Feature Contribution

Top features for positive contribution

Fingerprint |Bit/SmiIes

|Feature Structure

|Score




ECFP_6 642810091 N\(@ 0.281
'\;)"N"N N
=N
st !
SO NH,
(LLelCED:L]
ECFP_6 -1897341097 N\'/? 0.216
o=
S)~,N. SN
=N
o !
SO NH,
CINE']
ECFP_6 -1074141656 0.142
Z;N'. ;( )
=N
g !
SO NH,
['I=0
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure Score
ECFP_6 655739385 -0.239
:,:N. \
=N
NH!; f_
SO NH,
[*]:n:l*]
FCFP_6 1096219292 -0.225

)

HNO,S
[EelC'DS(=0)=0

z




FCFP_6

566058135

-0.216




15 TOPKAT_Rat_Oral_LD50
N Structural Similar Compounds
— N
Name PRASOZIN .HCI (HCI AZATHIOPRINE SULFAQUINOXALINE
STRIPPED)
H N Structure TD
o \o/
N PN N
NN N= ©o
y O S8s) k
| A NS T
\ ‘\‘/J \i;N - /NQO
N— N O - ; © NH
C,sH sN,OS Actual Endpoint (-log C) 2.294 2.715 2.341
Molecular Weight: 341.39089 Predicted Endpoint (-log 3.00765 2.77505 2.42674
ALogP: 2.008 ©)
Rotatable Bonds: 5 Distance 0.684 0.700 0.729
Reference NIIRDN 6;688;82 NIIRDN 6;3;82 MahWM# 16NOV82

Acceptors: 6
Donors: 1

Model Prediction
Prediction: 0.542

Unit: g/kg_body_weight
Mahalanobis Distance: 25.8

Mahalanobis Distance p-value: 5.79e-036

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 or appearing too infrequently

in the training set.

BoOooNOGOM~WONE

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:
0. Unknown FCFP_6 feature:

All properties and OPS components are within expected ranges.
78665610: [*][c]L:[*1:*1:[C1C*D:n:1:n G ]
1986731747 [*]S[c]d1:n:[*]:[*]:n:1:[*]
16: [*]:[cH]:[*]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1564473960: [*]:n1:[*]:[*]:n:[c):1:[c]C¥D:[¥]
-332197802: [*][c]1:[*:[*:[c]G[*D:n:1:n:[*]
-1539162406: [*]C[c]1:n:[*]:[*]:n:1:[*]
4427049: [*[c]GEFD:n:nCG*D):[*]
-1410079687: [*]S[c]1:n:[*]:[*]:n:1:[*]

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

H,N

[IC=['DN

0.126

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

655739385

,4
J\«

N—

28

[(*l:n:[*]

-0.239

FCFP_6

566058135

,4
\/\(

N—N

8

[FICC(=0O)N["]

-0.216




ECFP_6

734603939

-0.201




Doxorubicin

TOPKAT_Rat_Oral_LD50

NH
HO

0 0 OH o) o~

HO [

04
OH |
OH o)
C27H29Noll

Molecular Weight: 543.51925
ALogP: -4.4e-002

Rotatable Bonds: 5
Acceptors: 12

Donors: 6

Structural Similar Compounds

Name

DAUNOMYCIN

VIRIDICATUM TOXIN SECALONIC ACID

Structure

Actual Endpoint (-log C) 3.196 3.666 4.463

Predicted Endpoint (-log 3.6117 3.0269 3.37815

C)

Distance 0.329 0.669 0.680

Reference YKYUAG6 25;573;74 TXAPA9 24;507;73 TXAPA9 48;A14;79

Model Prediction
Prediction: 0.227

Unit: g/kg_body_weight
Mahalanobis Distance: 23.8

Mahalanobis Distance p-value: 7.02e-025

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 or appearing too infrequently

in the training set.

NogkrwdpE

All properties and OPS components are within expected ranges.
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:
Unknown FCFP_6 feature:

16: [*]:[cH]:[*]

1618154665: [*]:[cH]:[cH]:[cH]:[*]
-1549669478: [*]:[c]lG:*NCEO)CICI*D: ]
74595001: [*]:[cH]:[c](O):[cH]:[*]
1186333723: [*]CC(O[*DIcIGI*D:[*]
-549108873: [*]:[c]:[*DO

Feature Contribution

Top features for positive contribution

Fingerprint

|Bit/SmiIes

|Feature Structure

|Score




ECFP_6

642810091

NH,
HO

o

-’

O (¢}

(0]

HO OH O
2040
H

° OH O

(LG

:

0.281

FCFP_6

136627117

NH,
HO

o

-’

O (0]

(0]
HO OH O
2040

OH
OH O

:

[10C

0.17

ECFP_6

-1074141656

NH,
HO

o

-

(0] [¢)

(0]
HO OH O
A

oH OH O

:

['I=0

0.142

Top Features for negative contribution

Fingerprint

Bit/Smiles

Feature Structure

Score

ECFP_6

2106656448

NH,
HO

o
:

(¢} (¢}

(0]

HO OH O
NI
H

° OH O

[IC(=0)"]

-0.352

ECFP_6

683445015

NH,
)
o) o]
HO OH O
A~ I
OH

OH O

g

(o)

:

["1007]

-0.266
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In silico ADMET analysis

ADMET descriptors (absorption, distribution, metabolism, excretion, and toxicity) of the compounds were
determined using Discovery studio 4.0. At first, the CHARMM force field was applied then the compounds
were prepared and minimized according to the preparation of small molecule protocol. Then ADMET
descriptors protocol was applied to carry out these studies

Toxicity studies

The toxicity parameters of the synthesized compounds were calculated using Discovery studio 4.0.
Doxorubicin was used as a reference drug. At first, the CHARMM force field was applied then the
compounds were prepared and minimized according to the preparation of small molecule protocol.

Then different parameters were calculated from toxicity prediction (extensible) protocol.
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4.2.1. In vitro anti-proliferative activity against MCF-7, HepG-2 and HCT-116

The cells were cultured in RPMI-1640 medium supplemented with 10% fetal bovine serum (FBS),
penicillin (100 unit /mL) and streptomycin sulphate (100pug/mL) at 37 oC in a 5% CO2 incubator.
Then, cells were dropped in 96-well plates at a density of 3-8 x 103 cells/well and incubated for two
days in a 5% CO2 incubator at 37 °C. Then, the cells were treated with the synthesized compounds
and the cell cultures were continued incubated for 24 h. However, Different concentrations of the
compound under test (0.0, 5.0, 12.5, 25.0 and 50 mg/ml) were added to the cell monolayer. Then, (3-
[4,5-dimethylthiazol-2-yl]- 2,5-diphenyltetrazolium bromide) MTT solution (20 ul, 5mg/mL) was
added to each well and incubated for additional 4 h. The formed purple crystals of MTT-formazan
were dissolved in 100 pl DMSO each well; the absorbance of each well was measured at 570 nm
using a plate reader (EXL 800, USA). All of the compounds were tested three times. The relative cell
viability in percentage was calculated. The results for ICso values of the active compounds are
summarized in Table 1. The data represented the mean of three independent experiments in triplicate
and were expressed as means + SD. The ICso value was defined as the concentration at which 50%

of the cells could survive.
4.2.2. DNA intercalation assay (DNA/methyl green colorimetric assay)

Affinity of some compounds for DNA-binding was examined in vitro using DNA/methyl
green assay using doxorubicin as a positive control. In this test, a mixture of methyl green (20 mg)
and Calf thymus DNA (10 mg) (Sigma— Aldrich) were suspended in 0.05 M TrisHCI buffer (100 mL,
pH 7.5) containing 7.5 mM MgSO4. This mixture was stirred continuously for 24 h at 37 °C. Then,
ethanolic solution of the test compounds was pitted into the wells of a 96-well microtiter tray at a
concentration of 10, 100 and 1000 puM. The excess solvent was removed from each well under
vacuum, with subsequent addition of 200 puL of the DNA/methyl green solution. The test samples
were incubated for 24 h in dark at ambient temperature. After that, absorbance of each sample was
determined at 642.5-645 nm. In this test, the methyl green dye reversibly binds to DNA to form
persistent colored complex of DNA/methyl green. This color still stables at neutral pH. When the
DNA intercalators were added, the methyl green was displaced from DNA with addition of H20
molecule to the dye resulting in formation of the colorless carbinol leading to a decrease in
spectrophotometric absorbance. AA value (the difference between DNA/methyl green complex and
free cabinol) provides the simplest means for detecting the DNA-binding affinity and relative binding
strength. 1C50's were determined by linear regression of data plotted on a semi-log scale and the data

were compared with doxorubicin as standard DNA intercalator.

4.2.3. Measurement of topoisomerase 11 activity



Compounds (8a, 8b, 9a, 9c, 9d, 12a, and 12b) were further evaluated to assess their Topo Il inhibitory
activities. In this test, Topo Il drug screening kit (TopoGEN, Inc., Columbus) was utilized to
determine the Topo Il activity. Doxorubicin was used as a reference drug in this test. A typical enzyme
reaction contained a mixture of human Topo Il (2 pL), substrate super coiled pHot1 DNA (0.25 pg),
50 pg/mL test compound (2 pL), and assay buffer (4 uL). The reaction started upon incubation of the
mixture in 37 °C for 30 min. The reaction was terminated by addition of 10% sodium dodecylsulphate
(2 L) and proteinase K (50 pg/mL) at 37 °C for 15 min. followed by incubation for 15 min at 37 °C.
Then, the DNA was run on 1% agarose gel in BioRad gel electrophoresis system for 1-2 h followed
by staining with GelRedTM stain for 2 h and destained for 15 min with TAE buffer. The gel was
imaged Via BioRad’s Gel DocTMEZ system. Both supercoiled and linear strands DNA were
incorporated in the gel as markers for DNA-Topo Il intercalators. The results of 1C50 values were
calculated using the GraphPad Prism version 5.0. Each reaction was performed in duplicate, and at

least three independent determinations of each 1Cso were made.



