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Current Data Paraneters
O NAME Wagdy el dehna - RB4- car bon- Es

N EXPNO 10

H PROCNO 1

B-1 F2 - Acquisition Paraneters
Dat e_ 20210627
Tine 19.58 h
| NSTRUM spect
PROBHD  7108618_0945 (
PULPROG zgpg30
TD 65536
SOLVENT DVSC
NS 2200
DS 4
SWH 24038. 461 Hz
FI DRES 0. 733596 Hz
AQ 1.3631488 sec
RG 197. 77
DW 20. 800 usec
DE 6.50 usec
TE 297.5 K
D1 2.00000000 sec
D11 0. 03000000 sec
TDO 1
SFOL 100. 6404331 MHz
NUC1 13C
P1 10. 00 usec
PLWL 47.00000000 W
SFC2 400. 2016008 Mz
NUC2 1H
CPDPR(J 2 wal tz16
PCPD2 90. 00 usec
PLW2 13. 00000000 W
PLWL2 0.29249999 W
PLWL3 0. 14713000 W
F2 - Processing paraneters
S| 32768
SF 100. 6303700 MHz
WDW EV
SSB 0
LB 1.00 Hz
GB 0
PC 1. 40
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Faculty of Pharmacy

Current Data Paraneters

NAVE Wagdy EI Dahna- RB
EXPNO 10
PROCNO 1

F2 - Acquisition Paraneter:
Date_ 20210610

Ti e 11.19 h

| NSTRUM spect
PROBHD  Z108618_0945 (
PULPRCG zg30

TD 65536
SOLVENT DVsC

NS 16

DS 2
SWH 8012. 820 Hz
FI DRES 0.244532 Hz
AQ 4.0894465 sec(
RG 88. 92

Dw 62. 400 ust
DE 6. 50 use
TE 294.5 K
D1 1. 00000000 sec
TDO 1
SFOL 400. 2024712 M+
NUC1 1H

P1 13.50 us¢
PLWL 13. 00000000 W
F2 - Processing paraneters
Sl 65536

SF 400. 2000000 M
VWDW EV
SSB 0

LB 0.30 Hz
GB 0

PC 1.00
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Current Data Paraneters
NAVE Wagdy el dehna - RB5- carbon- Es
EXPNO 10
O \N /OH PROCNO 1
F2 - Acquisition Paraneters
Dat e_ 20210628
Tine 6.44 h
\ N I NSTRUM spect
PROBHD  Z108618_0945 (
| H PULPROG zgpg30
- TD 65536
SOLVENT DVBC
N C-6 NS 2200
DS 4
SWH 24038. 461 Hz
FI DRES 0. 733596 Hz
AQ 1. 3631488 sec
RG 197. 77
DW 20. 800 usec
DE 6. 50 usec
TE 297.4 K
D1 2.00000000 sec
D11 0. 03000000 sec
TDO 1
SFOL 100. 6404331 Mz
NUC1 13C
P1 10. 00 usec
PLWL 47.00000000 W
SFQ2 400. 2016008 MHz
NUC2 1H
CPDPRG 2 wal tz16
PCPD2 90. 00 usec
PLW2 13. 00000000 W
PLWL2 0. 29249999 W
PLWL3 0. 14713000 W
F2 - Processing paraneters
Sl 32768
SF 100. 6303700 Mz
VWDW EN
SSB 0
LB 1.00 Hz
GB 0
PC 1. 40
i e o o L At h ' v )
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Faculty of Pharmacy
Current Data Paraneters
NAVE Wagdy El Dahna- RB 5- DMBO
% -OH EXPNO 10
@) N PROCNO 1
F2 - Acquisition Paraneters
\\ N Dat e_ 20210610
Ti ne 11.43 h
| H | NSTRUM spect
e PROBHD  Z108618_0945 (
N PULPROG zg30
C.ﬁ TD 65536
SOLVENT DVSC
NS 16
DS 2
SWH 8012. 820 Hz
FI DRES 0. 244532 Hz
AQ 4.0894465 sec
RG 99.3
DW 62. 400 usec
DE 6. 50 usec
TE 294.3 K
D1 1. 00000000 sec
TDO 1
SFOL 400. 2024712 Mz
NUCL 1H
P1 13. 50 usec
PLWL 13. 00000000 W
F2 - Processing paraneters
Sl 65536
SF 400. 2000000 MHz
WDW EN
SSB 0
\ LB 0.30 Hz
GB 0
I PC 1.00
|
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Faculty of Pharmacy

Current Data Paraneters

200 180 160 140 120 100 80 60 40 20 0 ppm

NAME Wagdy el dehna - RB8- car bon- Es
EXPNO 10
PROCNO 1

F2 - Acquisition Paraneters
Dat e_ 20210627

Tine 22.07 h

| NSTRUM spect
PROBHD  7108618_0945 (
PULPROG zgpg30

TD 65536
SOLVENT DVSC

NS 2200

DS 4

SWH 24038. 461 Hz
FI DRES 0. 733596 Hz
AQ 1. 3631488 sec
RG 197. 77

DW 20. 800 usec
DE 6.50 usec
TE 297.3 K

D1 2.00000000 sec
D11 0. 03000000 sec
TDO 1

SFOL 100. 6404331 MHz
NUC1 13C

P1 10. 00 usec
PLWL 47.00000000 W
SFO2 400. 2016008 Mz
NUC2 1H
CPDPR(J 2 wal tz16
PCPD2 90. 00 usec
PLW2 13. 00000000 W
PLWL2 0. 29249999 W
PLWL3 0. 14713000 W

F2 - Processing paraneters
S| 32768

SF
WDW
SSB
LB
GB
PC

100. 6303700 MHz
EN
0
1.00 Hz
0
1.40
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NAVE Wagdy El Dahna-
EXPNO 10
PROCNO 1
F2 - Acquisition Paraneters
Date_ 20210610
Ti nme 11. 24
I NSTRUM spect
PROBHD  7108618_0945 (
PULPROG zg30
TD 65536
SOLVENT DMVSC
NS 16
DS 2
SWH 8012. 820
FI DRES 0. 244532
AQ 4.0894465
RG 99.3
DW 62. 400
DE 6. 50
TE 294. 4
D1 1. 00000000
TDO 1
SFOL 400. 2024712
NUCL 1H
P1 13.50
PLWL 13. 00000000
F2 - Processing paraneters
S| 65536
SF 400. 2000000
WDW EN
SSB 0
LB 0. 30
GB 0
PC 1.00
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A-1 TOPKAT_Ames_Mutagenicity
N Structural Similar Compounds
- ‘ Name 77-46-3 79455-30-4 PENICILLIN G
0 = POTASSIUM
™ Structure N
G
NH ) S, 0
[ g - Py
N 20
IR ii j\
DR jeut ' -\
N o N
— H AN
Z
N L\‘J o:§>+
N OH
C,oH /N0, Actual Endpoint Non-Mutagen Non-Mutagen Non-Mutagen
Molecular Weight: 359.38128 Predicted Endpoint Non-Mutagen Non-Mutagen Non-Mutagen
ALogP: 1.147 Distance 0.549 0.570 0.581
Rotatable Bonds: 5 Reference Kazius et. al., J. Med. Kazius et. al., J. Med. EMIC

Acceptors: 5
Donors: 2

Chem. (2005) 48, 312-320

Chem. (2005) 48, 312-320

Model Prediction
Prediction: Non-Mutagen
Probability: 0.716
Enrichment; 1.28

Bayesian Score: -1.11
Mahalanobis Distance: 7.98

Mahalanobis Distance p-value: 0.993

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 Mutagen in training
Set
SCFP_12 555539852 0.447 P2 out of 24

["T:leHL[c]C:[cHL:[
1)C(=O)NIc]1:[cH]:[c
HI:[*]:[cH]:[cH]:1




SCFP_12 818445224 0.434 12 out of 13
o8
N
o H
o
[*1[c]1:[cH]:[cH]:[c]
(NC(E=O)el:[D:I"
):[cH]:[cH]:1
SCFP_12 2096901122 0.429 33 out of 37
Oﬁ/@
o H
["J:[cH]:[c)(NC(=0)[c
1CEDCD:[eH]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Mutagen in training
Set
SCFP_12 1165971455 -0.762 0D out of 2
o)
N
o H
Taaad
[INC(=0)[c]1:[cH]:[c
HI:[cH]:n:[cH]:1
SCFP_12 903335088 -0.762 0D out of 2
o )
N
o H
Taaad
[INC(=0)[c]1:[cH]:[c
HI:[*]:n:[cH]:1
SCFP_12 1331724199 -0.762 0 out of 2

['IN=C(CNCICI'D)
1




B-1 TOPKAT_Ames_Mutagenicity
" Structural Similar Compounds
- ‘ Name 34433-31-3 89459-43-8 89784-39-4
o% NN Structure
NH i HO o
‘ ‘ N (;v ~~ HCI  HCl O&kN“‘. \/\%m
N/ % :‘iu H cl c
H
/N\
Actual Endpoint Non-Mutagen Mutagen Mutagen
C21H18N402 ) Predicted Endpoint Non-Mutagen Mutagen Mutagen
Molecular Weight: 358.39322 Distance 0.499 0548 0562
ALogP: 2.297 Reference Kazius et. al., J. Med. Kazius et. al., J. Med. Kazius et. al., J. Med.

Rotatable Bonds: 5
Acceptors: 4
Donors: 2

Chem. (2005) 48, 312-320

Chem. (2005) 48, 312-320

Chem. (2005) 48, 312-320

Model Prediction
Prediction: Non-Mutagen
Probability: 0.724
Enrichment; 1.3

Bayesian Score: -0.747
Mahalanobis Distance: 7.86

Mahalanobis Distance p-value: 0.996

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 Mutagen in training
S et
SCFP_12 555539852 0.447 P2 out of 24

[*:[cH]:[c](:[cH:[*
1)C(=0)N[c]1:[cH]:[c
H]:[*):[cH]:[cH]:1




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

SCFP_12 818445224 0.434 12 out of 13
o )
0 E
o
[*][c]1:[cH]:[cH]:[c]
(NC(=O)[el(:["]):["]
):[cH]:[cH]:1
SCFP_12 2096901122 0.429 33 out of 37
O’/@
N
o H
oy :
[J:[cH]:[c)(NC(=O)[c
1CEDLD[eHLr
]
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Mutagen in training
S et
SCFP_12 1331724199 -0.762 0 out of 2
O,/@
0 N
o
[']\N=C(/C)\[01(:F‘1)
SCFP_12 1165971455 -0.762 0 out of 2
o )
0 H
o™
[INC(=0)[c]1:[cH]:[c
H]:[cH]:n:[cH]:1
SCFP_12 0903335088 -0.762 0 out of 2




TOPKAT_Ames_Mutagenicity

\

NH

HO /N§

C14H13N302

Molecular Weight: 255.27191
ALogP: 1.271

Rotatable Bonds: 3
Acceptors: 4

Donors: 2

Structural Similar Compounds

Name

Cycloheximide

2687-41-4

19077-98-6

Structure

H
N O\T/N
N
HO °.
(0] Y ) N
o e
HN
’
Actual Endpoint Non-Mutagen Mutagen Non-Mutagen
Predicted Endpoint Non-Mutagen Mutagen Non-Mutagen
Distance 0.518 0.518 0.526

Reference

Environ. Mol. Mut.
19(21):1992

Kazius et. al., J. Med.
Chem. (2005) 48, 312-320

Kazius et. al., J. Med.
Chem. (2005) 48, 312-320

Model Prediction
Prediction: Non-Mutagen
Probability: 0.718
Enrichment; 1.29

Bayesian Score: -1.02
Mahalanobis Distance: 7.73

Mahalanobis Distance p-value: 0.998

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 Mutagen in training
S et
SCFP_12 555539852 0.447 P2 out of 24

["T:eHI:[c]C:[cHL[
1)C(=O)N[c]1:[cH]:[c
H]:[*]:[cH]:[cH]:1




SCFP_12 818445224 0.434 12 out of 13
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O, ] I
N
H
HO'@
[*J:[cH]:[c)(NC(=O)[c
1CED:LD[eHL
1
Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Mutagen in training
S et
SCFP_12 1165971455 -0.762 0 out of 2
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HOJ\ﬁ/@
[*INC(=0)[c]1:[cH]:[c
H]:[cH]:n:[cH]:1
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D-1 TOPKAT_Ames_Mutagenicity
. Structural Similar Compounds
~ ‘ Name 4394-00-7 Phenmedipham 112022-13-6
Structure o
e Q. | O
NH o NH N
H
HN )QO O)\O HN \O
N
H
0% Son AN
Actual Endpoint Non-Mutagen Mutagen Mutagen
C20H18N40 ) Predicted Endpoint Non-Mutagen Mutagen Mutagen
Molecular Weight: 330.38312 Distance 0528 0535 0538
ALogP: 3.063 Reference Kazius et. al., J. Med. Environ. Mol. Mut. Kazius et. al., J. Med.

Rotatable Bonds: 5
Acceptors: 4
Donors: 2

Chem. (2005) 48, 312-320

19(21):1992

Chem. (2005) 48, 312-320

Model Prediction
Prediction: Mutagen
Probability: 0.75
Enrichment; 1.34

Bayesian Score: 0.586
Mahalanobis Distance: 8.09

Mahalanobis Distance p-value: 0.989

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 Mutagen in training
S et
SCFP_12 555539852 0.447 P2 out of 24
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SCFP_12 818445224 0.434 12 out of 13
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Mutagen in training
S et
SCFP_12 1165971455 -0.762 0 out of 2
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Sorafenib TOPKAT_Ames_Mutagenicity

o Structural Similar Compounds

NF Name GLYBURIDE 38914-96-4 93957-54-1

X Structure .
o
OQKNH O H/NH o e wo

<%0
HNTH NH

L It

Cl cl

FINF
F
Actual Endpoint Non-Mutagen Mutagen Non-Mutagen
C21H16C|F3N4Q3 Predicted Endpoint Non-Mutagen Mutagen Non-Mutagen
Molecular Weight: 464.82494 Distance 0,590 0592 0.600
ALogP: 4.175 Reference PDR 1994 Kazius et. al., J. Med. US Environmental
Rotatable Bonds: 6 Chem. (2005) 48, 312-320 | Protection Agency at
A tors: 4 http://www.epa.gov/NCCT/
cceplors. dsstox/sdf isscan_externa
Donors: 3 |.html
Model Prediction Model Applicability
Prediction: Non-Mutagen Unknown features are fingerprint features in the query molecule, but not found or appearing too infrequently
Probability: 0.0531 in the training set.
Enrichment: 0.0951 1. All properties and OPS components are within expected ranges.
Bayesian Score: -19.7
Mahalanobis Distance: 13.1 Feature Contribution
Mahalanobis Distance p-value: 2.73e-006 Top features for positive contribution
Prediction: Positive if the Bayesian score is above the estimated - - - - - —
best cutoff value from minimizing the false positive and false Fingerprint Bit/Smiles Feature Structure [Score Mutagen in training
negative rate. set
Probability: The esimated probability that the sample is in the
positive category. This assumes that the Bayesian score follows SCFP_12 -347281112 . 0.337 18 out of 22
a normal distribution and is different from the prediction using a g
cutoff.
Enrichment: An estimate of enrichment, that is, the increased (O;'
likelihood (versus random) of this sample being in the category.
Bayesian Score: The standard Laplacian-modified Bayesian O@H
score.
Mahalanobis Distance: The Mahalanobis distance (MD) is the [*IN[c]1:f¢ 1 {1l
distance to the center of the training data. The larger the MD, the ([):[e](:[eHI:1)C(
less trustworthy the prediction. FDCEDE
Mahalanobis Distance p-value: The p-value gives the fraction of

training data with an MD greater than or equal to the one for 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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A-1

TOPKAT_Mouse_Female FDA None_vs_Carcinogen

X N/ %
‘ H
—
N
C20H17NSOZ
Molecular Weight: 359.38128
ALogP: 1.147

Rotatable Bonds: 5
Acceptors: 5
Donors: 2

Structural Similar Compounds

Name

Acetohexamide

Alizapride

Penicillin

Structure

O

e
By
X

Actual Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Distance 0.578 0.581 0.603

Reference

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

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

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

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.242
Enrichment: 0.755
Bayesian Score: -1.2
Mahalanobis Distance: 11

Mahalanobis Distance p-value: 0.0949

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 ECFP_2 feature: 128986386: [*]\N=C(/C\[C]IC:[*]):[*]
3. Unknown ECFP_2 feature: 560380707: [*INN=C([*])[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 11087070950 0.724 10 out of 14

[IN=["]




ECFP_6 544048674 N 0.617 P out of 2
Oﬁ)ij
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o
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9 H
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
ECFP_6 2013347047 -0.805 0 out of 4
0 H
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ECFP_6 764951226 -0.482 0D out of 2
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0 H
o
[*]1:[cH]:[cH]:[cH]:n
:[cH]:1
ECFP_6 11818873508 -0.482 0 out of 2
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B-1

TOPKAT_Mouse_Female FDA None_vs_Carcinogen

N
g
o NN
NH
o]
T
VRN
H
C21H18N402
Molecular Weight: 358.39322
ALogP: 2.297

Rotatable Bonds: 5
Acceptors: 4
Donors: 2

Structural Similar Compounds

Name Mebendazole Alizapride Indapamide
Structure u

N—N

1

) \/‘ O

g O/
X N HaN 0
HN —0

Actual Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Distance 0.570 0.601 0.601

Reference

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

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

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

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.231
Enrichment: 0.721
Bayesian Score: -1.96
Mahalanobis Distance: 11.7

Mahalanobis Distance p-value: 0.0236

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 ECFP_2 feature: 128986386: [*]\N=C(/C\[C]IC:[*]):[*]
3. Unknown ECFP_2 feature: 560380707: [*INN=C([*])[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
training set
ECFP_6 11087070950 0.724 10 out of 14
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TOPKAT_Mouse_Female FDA None_vs_Carcinogen

\

NH

HO /N§

C14H13N302

Molecular Weight: 255.27191
ALogP: 1.271

Rotatable Bonds: 3
Acceptors: 4

Donors: 2

Structural Similar Compounds

Name

Tolazamide

Phenobarbital

Chlorpropamide

Structure

H
N
O%( ¢O
HN

I
0]

i

=
o \N

H H
Actual Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Non-Carcinogen Carcinogen Non-Carcinogen

Distance

0.576

0.586

0.591

Reference

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

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

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

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.233
Enrichment: 0.726
Bayesian Score: -1.83
Mahalanobis Distance: 10.9

Mahalanobis Distance p-value: 0.121

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 ECFP_2 feature: 128986386: [*]\N=C(/C\[C]IC:[*]):[*]

3. Unknown ECFP_2 feature: 559672449: [*]|C(=NO)[*]

4 Unknown ECFP_2 feature: 2025254696: [*]=NO

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
ECFP_6 -1087070950 _ 0.724 10 out of 14
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D-1

TOPKAT_Mouse_Female FDA None_vs_Carcinogen

\

NH

C20H18N4O

Molecular Weight: 330.38312
ALogP: 3.063

Rotatable Bonds: 5
Acceptors: 4

Donors: 2

Structural Similar Compounds

Name Mebendazole Bunolol Etodolac
Structure
S /
\
oy 0 N (-
(T )
HO O
o %
(0]

Actual Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Predicted Endpoint Non-Carcinogen Carcinogen Non-Carcinogen
Distance 0.559 0.582 0.606

Reference

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

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

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

Model Prediction
Prediction: Non-Carcinogen
Probability: 0.234
Enrichment: 0.729
Bayesian Score: -1.77
Mahalanobis Distance: 11.7

Mahalanobis Distance p-value: 0.0253

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 ECFP_2 feature: 128986386: [*]\N=C(/C\[C]IC:[*]):[*]

3. Unknown ECFP_2 feature: 560380707: [*INN=C([*])[*]

4 Unknown ECFP_2 feature: -1236714312: [*]=NN[c](:[*]):[*]

Feature Contribution
Top features for positive contribution

Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
fraining set
ECFP_6 -1087070950 . 0.724 10 out of 14
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N
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Top Features for negative contribution
Fingerprint Bit/Smiles Feature Structure [Score Carcinogen in
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o)
QU :
N
S
[*Ilc]1:[*]:n:[cH]:[c
H]:[cH]: 1
ECFP_6 11818873508 -0.482 0D out of 2
O{@
N
SyNeL
N
[*I[c]1:[cH]:[cH]:[cH
I:n:[cH]:1
ECFP_6 764951226 -0.482 0 out of 2

0
SN,

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




Sorafenib

TOPKAT_Mouse_Female FDA None_vs_Carcinogen

|
o NH
Y
NH

cl

FrLF
C,,H,,CIF,N,O,

Molecular Weight: 464.82494
ALogP: 4.175

Rotatable Bonds: 6

Structural Similar Compounds

Name

Glimepride

Glyburide

Fluvastatin

Structure

Actual Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
Predicted Endpoint Carcinogen Non-Carcinogen Non-Carcinogen
Distance 0.605 0.615 0.625

Reference

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

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

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

Acceptors: 4
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: Carcinogen

Probability: 0.257

Enrichment: 0.801

Bayesian Score: -0.321

Mahalanobis Distance: 14.9

Mahalanobis Distance p-value: 4.21e-007

1. OPS PC20 out of range. Value: -3.3309. Training min, max, SD, explained variance: -3.1862,
4.4571, 1.28, 0.0167.

Feature Contribution
Top features for positive contribution

Prediction: Positive if the Bayesian score is above the estimated Fingerprint Bit/Smiles fFeature Structure [Score Carcinogen in
best cutoff value from minimizing the false positive and false training set
negative rate.

Probability: The esimated probability that the sample is in the ECFP_6 738938915 . 0.617 P out of 2
positive category. This assumes that the Bayesian score follows 0

a normal distribution and is different from the prediction using a

cutoff. 2

Enrichment: An estimate of enrichment, that is, the increased

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

Bayesian Score: The standard Laplacian-modified Bayesian ﬂ”

score. ¢l

Mahalanobis Distance: The Mahalanobis distance (MD) is the [*]C(:[*])N[Cr'{::[CH]:

distance to the center of the training data. The larger the MD, the [cHI:T:IcH]:[cH]: 1

less trustworthy the prediction. S

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




