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Item name: CKH-006
Item description:

Channel name: 1: Average Time 0.1046 min : TOF MS (50-1500) ESI+ : Centroided : Combined
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Figure SS. HR-MS (ESI) spectrogram of compound 5§
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Figure S6. '"H NMR spectrum of compound 6
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Figure S6. °C NMR spectrum of compound 6
Itemn name: CKH-007 Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESI+ : Centroided : Combined
Item description:
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Figure S6. HR-MS (ESI) spectrogram of compound 6
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Figure S7. '"H NMR spectrum of compound 7
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Figure S7. 3C NMR spectrum of compound 7



Item name: CKH-008 Channel name: 1: Average Time 0.1260 min : TOF MS (50-1500) ESl+ : Centroided : Combined

Item description:
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Figure S7. HR-MS (ESI) spectrogram of compound 7
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Figure S8. '"H NMR spectrum of compound 8a
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Figure S8. 3C NMR spectrum of compound 8a

term name: X¥-011

Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Item description:
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Figure S8. HR-MS (ESI) spectrogram of compound 8a
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Figure S9. '"H NMR spectrum of compound 8b
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Figure S9. '3C NMR spectrum of compound 8b



Item name: CKH-010
Item description:

Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESI+ : Centroided : Combined
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Figure S9. HR-MS (ESI) spectrogram of compound 8b
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Figure S10. '"H NMR spectrum of compound 8¢
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Figure S10. °C NMR spectrum of compound 8c
Item name: WGS-013 Channel name: 1: Average Time 0.1260 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Itern description:
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Figure S10. HR-MS (ESI) spectrogram of compound 8c
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Figure S11. 'H NMR spectrum of compound 8d
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Figure S11. *C NMR spectrum of compound 8d
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Item name: WGS-014
Item description:
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Figure S11. HR-MS (ESI) spectrogram of compound 8d
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Figure S12. 3C NMR spectrum of compound 8e

Iterm name: CKH-011

Channel name: 1: Average Time 0.1217 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Item description:
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Figure S12. HR-MS (ESI) spectrogram of compound 8e
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Item name: WGS-015
Item description:

Channel name: 1: Average Time 0.1377 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Figure S13. HR-MS (ESI) spectrogram of compound 8f
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Figure S15. 3C NMR spectrum of compound 8g

Item name: WGS-010
Item description:
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Figure S15. HR-MS (ESI) spectrogram of compound 8g
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Figure S15. '"H NMR spectrum of compound 8h
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Item name: X¥-009
Item description:

Channel name: 1: Average Time 0.1260 min : TOF MS (50-1500) ESI+ : Centroided : Combined
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Figure S15. HR-MS (ESI) spectrogram of compound 8h
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Item name: WGS-011
Item description:
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Item name: CKH-014 Channel name: 1: Average Time 0.1132 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Item description:
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Figure S17. HR-MS (ESI) spectrogram of compound 8j
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Figure S18. '"H NMR spectrum of compound 8k
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Figure S18. '3C NMR spectrum of compound 8k

Item name: CKH-012

Item description:
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Figure S18. HR-MS (ESI) spectrogram of compound 8k
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Item name: CKH-009
Item description:

Channel name: 1: Average Time 0.1334 min : TOF MS (50-1500) ESI+ : Centroided : Combined
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Figure S19. HR-MS (ESI) spectrogram of compound 81
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Item name: CKH-013
Item description:

Channel name: 1: Average Time 0.1217 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Item name: X¥-013
Item description:

Channel name: 1: Average Time 0.1260 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Figure S21. HR-MS (ESI) spectrogram of compound 8n
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Item name: XY-010

Channel name: 1: Average Time 0.1217 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Item description:
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Itern name: WQT-025
Itern description:

Channel name: 1: Average Time 0.1089 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Figure S67. HR-MS (ESI) spectrogram of compound 8p
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Itern name: WQT-029
Itern description:
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Iterm name: CKH-015

Channel name: 1: Average Time 0.1089 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Itemn description:
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Item name: WQT-018 Channel name: 1: Average Time 0.1291 min : TOF MS (50-1500) ESI+ : Centroided : Combined
Item description:
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Item name: CKH-016
Item description:
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Figure S27. HR-MS (ESI) spectrogram of compound 8t
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ADMET Properties of compound 8f

@ ADMENab 2.0

C2CC[=0)Nclece(W=c2[nH]cc(Cle(=Nc3cese3C(=0TNC)[nH]2)jccl

1. Physicochemical Property

Property Value Comment

Molecular Weight 406.12 Contain hydrogen atoms. Optimal: 100~600

Volume 399.239 Wan der Waals volume

Density 1.097 Density = MW § Volume

nHA 8 Mumber of hydrogen bond acceptors. Optimal 0~12
nHD 4 Mumber of hydrogen bond donors. Optimal :0~7

nRot G MNumber of rotatable bonds. Optimal:0~11

nRing 3 Mumber of rings. Optimal:0~6

MaxRing [ Murnber of atoms in the biggest ring. Optimal:0~18
nHet 9 Mumber of heteroatoms. Optimal:1~15

fChar 0 Formal charge. Optimal:-4 ~4

nRig 22 Mumber of rigid bonds. Optimal:0~30

Flexibility 0.273 Flexibility = nRot /nRig

Stereo Centers 0 Optimal: < 2

TPSA 114.5 Topological Polar Surface Area. Optimal:0~140

logs -3.746 Log of the agueous solubility. Optimal: -4~0.5 log moliL
logP 2499 Log of the octanolfwater partition coefficient. Optimal: 0~3
logD 2905 logP at physiological pH 7.4. Optimal: 1~3

2. Medicinal Chemistry

Property Value Decision | Comment
B A measure of drug-Hikeness based on the concept
of desirability;

QED 0497 P Bl Altractive: = 0.67; unatiractive: 0.49~0.67; foo
complex: < 0.34

B Synthetic accessibility score is designed to
estimate ease of synthesis of drug-like molecules.

ek . B SAzcore 2 6, difficult to synthesize; SAscore =6,
easy to synthesize
B The number of 2p3 hybridized carbons f total
Fap3 01 . ﬁ'ﬁg@yﬂmt, comelating with melting point and
B Fep™ =042 iz considered a suitable value.
B MCE-18 =stands for medicinal chemistry evolution.
MCE-18 180 . B MCE- 18245 is considered a suitable value.
Page 1
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B Natural productlikensss score.
) B This score is typically in the range from -5 1o 5.
NPscore 0969 The higher the score is, the higher the probability is
that the molecule i a NP.
B MW < 500; logP = 5; Hacc < 10; Hdon = 5
Lipinski " pted . B If two properties are out of range, a poor
Rule absorplion or permeability iz possible, one i
acceptable.
logP = 3; TPSA = 75
Pfizer Rule Accepted L Compounds with a high log P (=3) and low TPSA
[=75) are likely to be toxic.
BMW <400; logP < 4
GSK Rule Rejected L B Compounds satisfying the GSK mle may have a
more favorable ADMET profile
Colden B200<MW=50;-2<logD=5
Trianal Accepted L B Compounds satisfying the Golden Triangle rule
nangle may have a more favorable ADMET profile.
PAINS 0 slerts } Pan Aszzay Interference Durrmnda frequent hitters,
Alpha-zcreen arfifacts and reactive compound.
ALARM 3 alerts - Thiol reactive compounds.
MMR
BMS 1 alertz - Undesirable, reactive compounds.
Chetator 0 alerts - Chelating compounds.
Rule
3. Absorption
Property Value Decision | Comment
Caco-2 . . _
Permeability -4 987 L Optimal: higher than -5.15 Log unit
MDCK B low permeability: < 2 x 107° cmis
Permeabil 1.8e05 ] B medium permeability; 2-20 = 107% emys
ity W high passive permeability: = 20 x 1079 cmis
B Category 1: Inhibitor; Category 0. Non-inhibitor;
Pigp-inhibitor 0.0 @ B The output value is the probability of being
Pgp-inhibitor
B Category 1: subsirate; Category 0: Mon-substrate;
Pogp-subsirate 0.005 L B The output value is the probability of being
Pgp-subsirate
B Human Intestinal
HIA D.88 ° B Category 1: HIA+{ HIA = 30%); Category 0: HIA-{
’ HIA = 30%); The output value is the probability of
being HIA+
B 20% Bioavailability
F 0025 . W Category 1: ., + (bioavailability = 209%);
i 8 ’ Category 0: F.,., - (bioavailability = 20%); The output
value iz the bility of being Fm*
Page 2
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B 30% Bioavailability

F 0.044 B Category 1: F, ..+ (binavailability = 30%);

0% ’ Category 0: F_ .. - (bioavailability = 30%}); The output

value is the bility of being Fqp. +

4. Distribution

Property Value Decision | Comment
B Plazma Protein Binding

PPB 91.41% B Optimal: = 90%. Drugs with high protein-bound
may have a low therapeutic index.
B Volume Distribution

vD 0.709 B Optimal: 0.04-20Lfkg

BEB B Blood-Brain Barrier Penetration

Penetrati 0.667 B Category 1: BEB+; Category O BBB-; The output
value ig the probability of being BEB+

Fu 5 135% Bl The fraction unbound in plasms

. B Low: =5%; Middle: 5~20%; High: = 20%

5. Metabolism

Property Value Comment
. } W Category 1: Inhibitor; Category 0: Mon-inhibitor;
CYP1A2 inhibitor 0.537 W The output value s the probability of being inhibitor.
CYP1AZ2 0.911 W Category 1: Subsirate; Category (- Non-subsirate;
subsirate - B The output value is the probability of being substrate.
CYP2C19 0.907 W Category 1: Inhibitor; Category 0: Non-inhibitor;
inhibitor ) B The output value is the probability of being inhibitor.
CYP2C19 0052 B Category 1: Subsirate; Category (- Non-subsirate;
subsirate - B The output value is the probability of being substrate.
L W Category 1: Inhibitor; Category 0: Non-inhibitor,;
CYP2C3 inhibitor 0.761 M The output value is the probability of being inhibitor.
CYPF2C9 0.062 W Category 1: Subsirate; Category (- Non-subsirate;
subsirate ) Il The output value is the probability of being substrate.
L W Category 1: Inhibitor; Category 0: Mon-inhibitor,;
CYP2D6 inhibitor g W The output value is the probability of being inhibitor.
CYP2D6 0.013 W Category 1: Subsirate; Category (- Non-subsirate;
subsirate - Il The output value is the probability of being substrate.
. ; W Category 1: Inhibitor; Category 0: Mon-inhibitor;
CYP3A4 inhibitor Jros W The output value s the probability of being inhibitor.
CYP3asd 0.827 W Category 1: Subsirate; Category (- Non-subsirate;
subsirate ) Il The output value is the probability of being substrate.
Page 3
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6. Excretion

Property Value Decision | Comment
B Clearance
CL 5461 L B High: =15 mlU/min'kg; moderate: 5-15 mL/min/kg;
low: <=5 mbL/minfkg
B Category 1: long half-life ; Category 0: short
half-life;
T,“2 0.565 - B Icng halfife: =3h; short halfife: <3h
B The output value is the probability of having long
half-life.
7. Toxicity
Property Value Decision | Comment
hERG 0.804 ® B Category 1: active; Category 0 inactive;
Blockers . B The output value is the probability of being active.
B Human Hepatotoxicity
H-HT 0.994 . | Categnry 1: H-HT positive(+); Category 0: HHT
negativel-);
B The output value is the probability of being toxic.
B Drug Induced Liver Injury.
DILI 0.987 . B Category 1: drugs with a high rigk of DILI; Category
. 0: drugs with no rizk of DILL. The output value is the
probability of being toxic.
AMES B Category 1: Ames positive(+); Category 0. Ames
Toxicity 0977 L] negative(-};
B The output value is the probability of being toxic.
Rat Cral B Category 0: low-toxicity; Category 1: high-toxicity;
Acute 04977 L H The output value is the probability of being highly
Toxicity foxic.
B Maximum Recommended Daily Dose
B Category 1: FDAMDD (+); Category 0: FDAMDD
FDAMDD 0916 L -
B The output value is the probability of being
positive.
Skin Sensiti B Category 1: Sensitizer, Category 0: Non-sensitizer;
Z.Eltll'-. 0.505 B The output value is the probability of being
on sensitizer.
- B Category 1: carcinogens, Category 0
E’rty 9 0507 non-carcinogens;
B The output value is the probability of being toxic.
Eye B Category 1: comosives ; Category 0: noncommosives
c ion 0.003 L | ﬂle_mltpl.lt value is the probability of being
CONTOSIVES.
Eye 0.012 . B Category 1: imitants ; Category 0: nonirmitants
Irritation . B The output value is the probability of being imitants.
Page 4
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Respiratory
Taxicity

0.976

B Category 1: respiratory toxicants; Category 0:
rezpiratory nontoxicants
B The output value is the probability of being toxic.

8. Environmental toxicity

Property Value Comment
B Bioconcentration factors are used for considering secondary
Bioconcentration 0.257 poizoning potential and assessing risks fo human health via the
Factors - food chain.
B The unit iz —og10[{mg/LJH1000*MW]]
B Teirahymena pyriformis 30 percent growth inhibition
IIISIZI:ﬂ]I 4 557 concentration
B The unit is —og10[{mg/LH1000*MW]]
Lo FM 562 B 96-hour fathead minnow 50 percent lethal concentration
50 - B The unit is —og10[{mg/LH1000*MW]]
LC._ DM 5 66 W 48-hour daphnia magna 50 percent lethal concentration
50 . B The unit is —og 10[{mg/LN1000*MW]]
9. Tox21 pathway
Property Value Decision | Comment
B Androgen receptor
MNR-AR 0.009 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B Androgen receptor ligand-binding domain
NR-AR-LBD 0.011 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B Aryl hydrocarbon receptor
NR-AhR 0.879 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B Category 1: actives ; Category 0: inactives;
NR-Aromatase | 0.862 » B The output value is the probability of being active.
B Estrogen receptor
NR-ER 0.236 ® B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B E=ztrogen receptor ligand-binding domiain
MR-ER-LBD 0.00v¥ L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
NR-PPAR- B Peroxisome proliferator-activated receptor gamma
0.03 L B Category 1: aclives ; Category 0: inactives;
gamma B The output value is the probability of being active.
B Anticxidant response element
SR-ARE 0.807 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B ATPasze family AAA domain-containing protein S
SR-ATADS 0.833 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
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SR-HSE

0058

B Heat shock factor rezsponse elemeant
B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

SR-MMP

0548

B Mitochondrial membrane potential
B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

SR-p53

0935

B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

10. Toxicophore Rules

Property Value Comment
.. B 20 substructures
Acute Toxicity Rule Oalerts W acute toxicity during oral administration
Ge -
_ L W 117 substructures
Carcincgeni 1 alerts " - .
Rule city a W carcinogenicity or mutagenicity
MonGenotoxic
Carcinogenicity Dalerts | W23 substructures
Rule W carcinogenicity through nongenotoxic mechanisms
Skin Sensitization 4 aleris W 155 substructures
Rule a W skin imitation
Aqguatic Toxicity 1 alerts W 99 substructures
Rule W toxicity to liquid{water)
MonBiodegradable: 0 alerts W 19 substructures
Rule B non-biodegradable
W 164 substructures
SureChEMBL Rule 1 alerts B MedChem unfriendly status
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ADMET Properties of compound 8o

© ADMENab 2.0

CNC[=0)clsceclN=c1[nH]e{=Nc2ecc(NC{=0)c3cc{(OC)c(0C)c(0C)c3)ec?)[nH ]ec1C

1. Physicochemical Property

Property Value Comment

Molecular Weight 548.18 Contain hydrogen atoms. Optimal: 100~600

Volume 535489 Wan der VWaals volume

Density 1.024 Density = MW / YVolume

nHA 1 Mumber of hydrogen bond acceptors. Optimal 0~12
nHD 4 MNurmber of hydrogen bond donors. Optimal -0-~7

nRot 10 Mumber of rotatable bonds. Optimal:0~11

nRing 4 Mumber of rings. Optimal0~6

MaxRing i Mumber of atoms in the biggest ring. Optimal-0~18
nHet 12 MNumber of heteroatoms. Optimal:1~15

fChar 0 Formal charge. Optimal:-4 ~4

nRig 27 Mumber of rigid bonds. Optimal:0~30

Flexibility 0.37 Flexibility = nRot /nRig

Stereo Centers 0 Optimal: = 2

TPSA 14219 Topological Polar Surface Area. Optimal:0~140

logsS -4.45 Log of the aqueocus solubility. Optimal: -4~0.5 log mollL
logP 3.229 Log of the octanol/water partition coefficient. Optimal: 0~3
logD 3124 logP at physiological pH 7.4. Optimal: 1~3

2. Medicinal Chemistry

Property

Value

Decision

Comment

QED

0265

B A meazure of drug-ikeness based on the concept
of desirability;

B Aftractive: = 0.67; unatiractive: 0.49~0.67; too
complex- = 0.34

3.303

B Synthietic accessibility acore is designed to
estimate ease of synthesis of drug-like molecules.
B SAscore = 6, difficult to synthesize; SAscore <6,
easzy to synthesize

Fap3

0.185

B The number of =p3 hybridized carbons [ total
carbon count, comelating with melting point and

Emlubilgtf.

B Fep™ =042 iz considered a suitable value.

MCE-18

B MCE-18 stands for medicinal chemistry evolution.
B MCE-18245 iz considered a suitable value.
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B Natural product-likensss score.
) B This score is typically in the range from -5 1o 5.
NPscore -0.856 The higher the score is, the higher the probability is
that the molecule iz a NP.
B MW < 500; logP < 5; Hace < 10; Hdon < 5
Lipin=ki Rei i . B If two properties are out of range, a poor
Rule : absorplion or permeability is possible, one is
acceptable.
logP = 3, TPSA =TS
Pfizer Rule Accepted L Compounds with a high log P (=3) and low TPSA
[=735) are likely to be toxic.
B MW < 400; logP < 4
GSK Rule Rejected @ B Compounds satisfying the GSK nule may have a
more favorable ADMET profile
Golden B200<MW=50;-2<logD <5
Trianal Rejected L B Compounds satisfying the Golden Triangle rule
nangle may have a more favorable ADMET profile.
PAINS D alers ) Pan Assay Interference [h'rm.n:la frequent hitters,
Alpha-screen artifacts and reactive compound.
ALARM 5 alerts . Thiol reactive compounds.
NMR
BMS 0 alerts - Undesirable, reactive compounds.
Chelator 0 alerts i Chelating compounds.
Rule
3. Absorption
Property Value Decision | Comment
Caco-2 . . .
P lity -5 L Opltimal: higher than -5.15 Log unit
MDCK lbﬂpﬂ'maabiihr.ﬂZ:Hﬂ'ﬁcmfs
P i 1.4e05 L B medium permeability: 220 = 1079 emyls
ity W high passive permeability: = 20 = 1 cmis
B Category 1: Inhibitor; Category 0: Non-inhibitor;
Pgp-inhibitor 0987 e B The output value is the probability of being
Pgp-inhibitor
B Category 1: substrate; Category 0: Mon-substrate;
Pgp-subsirate 0.966 L B The output value is the probability of being
Pgp-substrate
B Human Intestinal
HIA 0.45 B Category 1: HIA+] HIA = 30%); Category 0: HIA-{
’ HIA = 30%); The output value is the probability of
being HIA+
B 20% Bioavailability
F 0.006 . B Category 1: F., .+ (bioavailability < 20%);
2% ’ Category 0: F, .. - (bioavailability = 20%); The output
value is the bility of being Fop,, +
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B 30% Bioavailability

F 0.094 B Category 1: F.. + (bioavailability = 30%);

s ; Category 0: F., ., - (bioavailability = 30%); The output

value is the bility of being Fm+

4. Distribution

Property Value Decision | Comment
B Plasma Protein Binding

PPB 95.09% B Optimal: = 90%. Drugs with high protein-bound
may have a low therapeutic index.
B Volume Distribution

vD 0.537 B Optimal- 0.04-20Lkg

BEB B Blood-Brain Barrier Penetration

P . 0.018 B Category 1: BBB+; Category O: BBB-; The output
value ig the probability of being BBB+
B The fraction unbound in plasms

Fu 3.506% B Low: =5%; Middle: 5~20%; High: = 20%

5. Metabolism

Property Value Comment
. . W Category 1: Inhibitor; Category 0: Non-inhibitor;
CYP1AZ inhibitor 0432 B The output value is the probability of being inhibitor.
CYP1A2 0.96E W Category 1: Subsirate; Category - Non-subsirate;
substrate - B The output value is the probability of being substrate.
CYP2C19 0.2 W Category 1: Inhibitor; Category 0: Non-inhibitor;
inhibitor ) B The output value is the probability of being inhibitor.
CYP2C19 0.058 W Category 1: Subsirate; Category 0. Non-subsirate;
subsirate - B The output value is the probability of being substrate.
L W Category 1: Inhibitor; Category 0: Non-inhibitor;
CYP2CS inhibitor 0.7 B The output value is the probability of being inhibitor.
CYP2C9 0.074 B Category 1: Subsirate; Category 0. Non-subsirate;
subsirate ) B The output value is the probability of being substrate.
P W Category 1: Inhibitor; Category 0: Non-inhibitor;
CYP2DE inhibitor Qogg B The output value is the probability of being inhibitor.
CYP2D6 0.028 W Category 1: Subsirate; Category 0. Non-subsirate;
subsirate ; B The output value is the probability of being substrate.
. . W Category 1: Inhibitor; Category 0: Non-inhibitor;
CYP3A4 inhibétor 0.829 B The output value is the probability of being inhibitor.
CYP3A4 0.924 W Category 1: Subsirate; Category 0. Non-subsirate;
subsirate ) H The output value s the probability of being substrate.
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6. Excretion

Property Value Decision | Comment
B Clearance
CL 5021 L] B High: =15 mUmin'kg; moderate: 5-15 mL/min/kg;
Iy =5 mbL/minfkg
B Category 1: long half-life ; Category 0: short
half-life;
T'lm 0618 - B Iong halfife: =3h; short half-life: <3h
B The output value is the probability of having long
half-life.
7. Toxicity
Property Value Decision | Comment
hERG 0.925 ® B Category 1: active; Category 0 inactive;
Blockers l B The output value is the probability of being active.
B Human Hepatotoxicity
H-HT 0.993 . n Categnry 1: H-HT positive(+); Category 0: HHT
negative(-);
B The output value is the probability of being toxic.
B Drug Induced Liver Injury.
DILI D98 . B Category 1: drugs with a high rigk of DILI; Category
. 0: drugs with no risk of DILL. The output value is the
probability of being toxic.
AMES B Category 1: Ames positive(+); Category 0: Ames
Toxicity 0.954 [ ] negative(-;
B The output value is the probability of being toxic.
Rat Oral B Category 0: low-toxicity, Category 1: high-toxdcity;
Acute 0.736 ] B The output value is the probability of being highly
Toxicity toxic.
B Maximum Recommended Daily Dose
B Category 1: FDAMDD (+); Category 0: FDAMDD
FDAMDD 0.934 L -
B The output value is the probability of being
positive.
Skin Sensiti B Category 1: Sensitizer; Category 0: Non-sensitizer,;
m'.-' 0111 @ B The output value is the probability of being
on sensitizer.
. B Category 1: carcinogens, Category 0:
E’rty = 0.113 L non-carcinogens;
B The output value is the probability of being toxic.
Eye B Category 1: comosives | Category - noncomosives
C ion 0.003 @ n 'I'I'iE_Dutpl.lt value is the probability of being
CINTOSIVES.
Eye 0.008 . B Category 1: imitants ; Category 0: nonirmtants
Irritation . B The output value iz the probability of being imitants.
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Respiratory
Toxicity

0.85

B Category 1: respiratory toxicants; Category 0-
L respiratory nontoxicants
B The output value is the probability of being toxic.

8. Environmental toxicity

Property Value Comment
B Bioconcentration factors are used for considering secondary
Bioconcentration 0.712 poisoning potential and assessing risks fo human health via the
Factors ) food chain.
B The unit is —og10[{mg/L 1000*MW]]
W Tetrahymena pyriformiz S0 percent growth inhibition
IGGm 3.981 concentration
B The unit iz —og10[{mg/L1000*MW])]
LC. FM 5681 W S6-hour fathead minnow S0 percent lethal concentration
50 - B The unit iz —og10[{mg/L1000*MW])]
LC__ DM 6.002 B 48-hour daphinia magna 30 percent lethal concentration
50 . B The unit iz —og10[{mg/L 1000 MW)]
9. Tox21 pathway
Property Value Decision | Comment
B Androgen receptor
MNR-AR 0.024 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B Androgen receptor ligand-binding domain
MR-AR-LBD 0.02 L B Category 1: aclives ; Category 0: inactives;
B The output value is the probability of being active.
B Aryl hydrocarbon receptor
MR-AhR 0.98 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
A i B Category 1: actives ; Category 0: inactives;
N 0.846 by B The output value is the probability of being active.
H Estrogen receptor
MNR-ER 0.51 B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B Estrogen receptor igand-binding domain
MR-ER-LBD 0.028 L B Category 1: aclives ; Category 0: inactives;
B The output value is the probability of being active.
NR-PPAR- B Peraxisome proliferator-activated receptor gamma
i D112 L B Category 1: actives ; Category 0: inactives;
gamma B The output value is the probability of being active.
B Antioxidant response element
SR-ARE 0.89 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B ATPase family AAA domain-containing protein 5
SR-ATADS 08 L B Category 1: aclives ; Category 0: inactives;
H The output value is the probahbility of being active.
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BR-HSE

0048

B Heat shock factor response element
B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

SR-MMP

0938

B Mitochondrial membrane potential
B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

SR-p53

093

B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

10. Toxicophore Rules

Property Value Comment
- B 20 substructures
Acute Toxicity Ruie 0 alerts W acute toxicity during oral administration
Genotoxic
_ _ B 117 substructures
C 1 alerts : - L
H:LWW a W carcinogenicity or mutagenicity
MonGenotoxic
Carci icity 0 alerts W 23 substructures
Rule = W carcinogenicity through nongenotoxic mechanizsmes
Skin Sensitization § alerts W 155 substructures
Rule a W =kin irmitation
Aguatic Toxdcity 0 alerts B 99 substructures
Rule B foxicity to liquid{water)
MonBiodegradable D alerts B 19 substructures
Rule B non-biodegradable
N 164 substructures
SureChEMBL Rule D alerts W MedChem unfriendly status
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ADMET Properties of compound 8p

© #ADMENab 2.0

CNC(=0)clscec IN=cl[nH]c(=Nc2ecc(NC(=0)/C=C/c3ccec(F)c3)cc?)[nH]eclC

1. Physicochemical Property

Property Value Comment

Molecular Weight 50216 Contain hydrogen atoms. Optimal:100~600

Volume 495253 Van der Waals volume

Density 1.014 Density = MW / YVolume

nHA 8 Murnber of hydrogen bond acceptors. Optimal:0-~12
nHD 4 Mumber of hydregen bond donors. Optimal -0-~7

nRot B Mumber of rotatable bonds. Optimal:0~11

nRing 4 Mumber of rings. Optimal0~6

MaxRing 6 Mumber of atoms in the biggest ring. Optimal-0~18
nHet 10 Number of heteroatoms. Optimal:1~15

fChar 0 Formal charge. Optimal:-4 ~4

nRig 28 MNurmber of rigid bonds. Optimal:0~30

Flexibility 0.286 Flexibility = nRot /nRig

Stereo Centers 0 Optimal: < 2

TPSA 1145 Topological Polar Surface Area. Optimal:0~140

logs -4 761 Log of the agueous solubility. Optimal: -4~0.5 log moliL
logP 412 Log of the octancl/water parition coefficient. Optimal: 0~3
logD 3.507 logP at physiological pH 7.4. Optimal: 1~3

2. Medicinal Chemistry

Property Value Decision | Comment
B A measure of drug-likeness based on the concept
of desirability;

QED 0254 P H Aftractive: = 0.67; unatiractive: 0. 49~0.67; too
complex: = 0.34

B Synthetic accessibility score is designed to
estimate ease of synthesis of drug-like molecules.

A . B SAszcore = 6, difficult to synthesize; SAscore <6,
easy to synthesize
B The mumber of gp3 hybridized carbons / total
Fsp3 0.077 . mgf@munt, comelating with melting point and
B Fsp™ =0.42 iz considered a suitable value.
B MCE-18 stands for medicinal chemistry evolution.
MCE-18 230 . B MCE-18245 is considered a suitable value.
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B Natural productlikensss score.
) ) B Thizs gcore ig typically in the range from 510 5.
NPscore 122 The higher the scare is, the higher the probability is
that the molecule iz a NP.
B MW =< 500; logP = 5; Hacc= 10; Hdon = 5
Lipinzki Accepted . B |f two properties are out of range, a poor
Rule abzorpfion or permeability iz possible, one =
acceptable.
hogP = 3; TP3A < 75
Pfizer Rule Accepted L Compounds with a high log P (=3) and low TPSA
[=75) are likely to be toxic.
B MW < 400; logP < 4
GSK Rule Rejected L B Compounds satisfying the GSK rule may have a
more favorable ADMET profile
Golden B200=MW=<50; 2<logD <5
Trianal Rejected L B Compounds =satisfying the Golden Triangle rule
nangle may have a more favorable ADMET profile.
PAINS 0 alerts ) Pan Assay Interference Compounds, frequent hitters,
Alpha-screen ariifacts and reactive compound.
ALARM 4 alerts . Thiol reactive compounds.
NMR
BMS 0 alerts - Undesirable, reactive compounds.
Chelator 0 alerts i Chelating compounds.
Rule
3. Absorption
Property Value Decision | Comment
Caco-2 . - .
P ity -5.282 L Oplimal: higher than -5.1% Log unit
MOCK B low permeability: =2 x 1078 cmis
P i 25e05 L B medium permeability: 220 = 107% emis
ity B high passive permeability: = 20 x 1 cImys
B Category 1: Inhibitor; Category 0: Mon-inhibitor;
Pgp-inhibitor 0583 & B The output value is the probability of being
Pgp-inhibitor
B Category 1: substrate; Category 0. Non-substrate;
Pgp-subsirate 0.017 L B The output value is the probability of being
Pgp-substrate
B Human Intestinal
HIA 0.857 ° B Category 1: HIA+{ HIA < 30%); Category 0: HIA-{
Z HIA = 30%); The output value is the probability of
being HIA+
B 20% Bioavailability
B Category 1: F,. + (bicavailability <= 20%);
Fm 0.002 g Category O: F. %M\rﬂilabiny = 20%); The output
value is the bility of being F.. +
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B 30% Bioavailability

F 0.006 W Category 1: F.,+ (bioavailability < 309%);

s ; Category 0: F., ., - (bioavailability = 30%); The output

value is the bility of being Fam*.*

4. Distribution

Property Value Decision | Comment
B Piasma Protein Binding

PPE 98.65% B Optimal: = 90%. Drugs with high protein-bound
may have a low therapeutic index.
B Volume Distribution

vD 0.501 B Optimal: 0.04-20Lfkg

BEB B Blood-Brain Barrier Penetration

P . 0.054 B Category 1: BBB+; Category 0: BBB-; The output
value iz the probability of being BBB+
B The fraction unbound in plasms

Fu 1.377% B Low: =5%; Middle: 5~20%; High: = 20%

5. Metabolism

Property Value Comment
. . B Category 1: Inhibitor; Category 0 Non-inhibitor;
CYP1AZ inhibitor 0.603 B The output value is the probability of being inhibitor.
CYP1A2 0.86 B Category 1: Subsirate; Category 0 Non-subsirate;
subsirate - B The cutput value is the probability of being substrate.
CYP2C19 0.04 B Category 1: Inhibitor; Category 0 Non-inhibitor;
inhibitor : B The cutput value is the probability of being inhibitor.
CYP2C19 0.05 W Category 1: Subsirate; Category 0 Non-subsirate;
subsirate - B The cutput value is the probability of being substrate.
L W Category 1: Inhibitor; Category 0 Non-inhibitor;
CYP2C3 inhibitor 0.904 B The output value is the probability of being inhibitor.
CYP2C9 0.096 W Category 1: Subsirate; Category 0 Non-subsirate;
substrate : B The cutput value is the probability of being substrate.
L B Category 1: Inhibitor; Category 0 Non-inhibitor;
CYP2D6 inhibitor Qg B The output value is the probability of being inhibitor.
CYP2D6 0019 B Category 1: Subsirate; Category 0 Non-subsirate;
subsirate - B The cutput value is the probability of being substrate.
. . B Category 1: Inhibitor; Category 0 Non-inhibitor;
CYP3A4 inhibitor 0.874 B The output value is the probability of being inhibitor.
CYP3A4 0.785 W Category 1: Subsirate; Category 0 Non-subsirate;
subsirate ) l The output value s the probability of being substrate.
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6. Excretion

Property Value Decision | Comment
B Clearance
CL 3753 L B High: =15 mU/min'kg; moderate: 5-15 mL/min/kg;
low: =5 ml/minfkg
B Category 1: long half-life ; Category 0: short
half-life;
T,“2 019 - B lcng halfife: =3h; short halfife: <3h
B The output value is the probability of having long
half-life.
7. Toxicity
Property Value Decision | Comment
hERG 0.952 ® B Category 1: active; Category 0: inactive;
Blockers l B The output value is the probability of being active.
B Human Hepatotoxicity
H-HT 0.996 . | Categnry 1: H-HT positive(+); Category 0: HHT
negativel-),
B The output value is the probability of being toxic.
B Drug Induced Liver Injury.
DILI 0982 . B Category 1: drugs with a high nisk of DILI; Category
. 0: drugs with no risk of DIL. The output value is the
probability of being toxic.
AMES B Category 1: Ames pogitive(+); Category 0. Ames
Toxicity 04976 [ ] negative(-);
B The output value is the probability of being toxic.
Rat Cral B Category 0: low-toxicity; Category 1: high-toxicity;
Acute 0.881 L H The output value is the probability of being highly
Toxicity foxic.
B Maximum Recommended Daily Dose
B Category 1: FDAMDD (+); Category 0: FDAMDD
FDAMDD 0.961 e -
B The output value is the probability of being
positive.
Skin Sensiti B Category 1: Sensitizer, Category 0: Non-sensitizer;
zahl'1 0238 L B The output value is the probability of being
on sensitizer.
. B Category 1: carcinogens, Category 0
(c:'rty 9 04 non-carcinogens,
B The output value is the probability of being toxic.
Eye B Category 1: comosives ; Category 0: noncormmosives
C ion 0.003 L | ﬂle_mltpl.lt value is the probability of being
CINTOSIVES.
Eye 0.01 . B Category 1: imitants ; Category 0: nonirmitants
Irritation : B The output value is the probability of being imitants.
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Respiratory
Taxicity

083

B Category 1: respiratory toxicants; Category 0:
rezpiratory nontoxicants
B The output value is the probability of being toxic.

8. Environmental toxicity

Property Value Comment
B Bioconcentration factors are used for considering secondary
Bioconcentration 0.B&T poisoning potential and assessing risks to human health via the
Factors - food chain.
B The unit iz —og10[{mg/LJH1000*MW]]
B Teirahymena pyriformis 30 percent growth inhibition
IIISIZI:ﬂ]I 4402 concentration
B The unit is —og10[{mg/LH1000*MW]]
Lo FM 5 766 W 96-hour fathead minnow 50 percent lethal concentration
50 - B The unit is —og10[{mg/LH1000*MW]]
LC._ DM 5.044 W 48-hour daphnia magna 50 percent lethal concentration
50 ) B The: unit is —og 10[{mg/LN1000*MW]]
9. Tox21 pathway
Property Value Decision | Comment
B Androgen receptor
MNR-AR 0.011 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B Androgen receptor ligand-binding domain
NR-AR-LBD 0428 B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B Aryl hydrocarbon receptor
NR-AhR 0.583 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B Category 1: actives ; Category 0: inactives;
NR 0.923 s B The output value iz the probability of being active.
B Estrogen receptor
NR-ER 0.742 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B E=ztrogen receptor ligand-binding domiain
MR-ER-LBD 0.006 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
NR-PPAR- B Peroxisome proliferator-activated receptor gamma
0.578 B Category 1: aclives ; Category 0: inactives;
gamma B The output value is the probability of being active.
B Anticxidant response element
SR-ARE 0.808 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
B ATPasze family AAA domain-containing protein S
SR-ATADS 0.847 L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
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SR-HSE

0066

B Heat shock factor response element
B Category 1: aclives ; Category 0: inactives;
B The output value is the probability of being active.

SR-MMP

0935

B Mitochondrial membrane potential
B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

SR-p53

096

B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

10. Toxicophore Rules

Property Value Comment
. W 20 substructures

Acute Toxicity Rule 0 alerts W acute toxicity during oral administration
Genotoxic

N L B 117 substructures
C 1 alerts : L L
Huﬂlzlmw a B carcinogenicity or mutagenicity
MonGenotoxic
Carc jcity 5 alerts B 23 substructures
Rule 9 B carcinogenicity through nongenotoxic mechanisms
Skin Sensitization B alerts B 155 substructures
Rule a W skin iritation
Aguatic Toxicity 4 glars W 89 substructures
Rule W toxicity to liquid{water)
MonBicdegradable 1 gleris B 19 substructures
Rule H non-biodegradable
SureChEMBL Rule 0 alerts W 164 aubayuchaes

B MedChem unfriendly status
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ADMET Properties of compound 8q

@ ADMENab 2.0

CHNC(=0)clsceclN=cl[nH]c(=MNc2ccc{NC{=0)/C=C/c3cce(Ficc3cc)[nH]cclC

1. Physicochemical Property

Property Value Comment

Maolecular Weight S02.16 Contain hydrogen atoms. Optimal:100~600

Wolume 495253 Van der Waals volume

Density 1.014 Density = MW / Volume

nHA 8 Mumber of hydrogen bond acceptors. Optimal 0~12
nHD 4 Mumber of hydrogen bond donors. Optimal-0~7

nRot B Mumber of rotatable bonds. Optimal:0~11

nRing 4 Murnber of rings. Optimal:0~6

MaxRing -] Mumber of atoms in the biggest ring. Optimal:0~18
nHet 10 Mumnber of hetercatoms. Optimal: 1~15

fChar i} Formal charge. Optimal -4 ~4

nRig 28 Mumnber of rigid bonds. Optimal:0~30

Flexibility 0.286 Flexibility = nRot inRig

Stereo Centers 0 Optimal: = 2

TPSA 1145 Topological Polar Surface Area. Opiimal 0~140

logs -4.662 Log of the aqueous solubility. Optimal: -4~0.5 log mol/L
logP 4137 Log of the octanol/water partition coefficient. Optimal: 0~3
logD 347 logP at physiclogical pH 7 4. Optimal: 1~3

2. Medicinal Chemistry

Property Value Decision | Comment
B A measure of drugikeness based on the concept
of desirability;

QED 0234 g B Atiractive: = 0.67; unatiractive: 0.49~0.67; foo
complex: = 0.34

B Synthetic accessibility score is designed to
estimate ease of synthesis of drug-like molecules.

A3 . B SAscore 2z 6, difficult to synthesize; SAscore =6,
eazy to synthesize
B The number of sp3 hybridized carbons [ total
Fap3 0.077 . ;Tgr@:wnt, cormelating with meling point and
B Fsp™ =0 42 iz considered a suitable value.
B MCE-18 stands for medicinal chemistry evolution.
MCE-18 230 . B MCE-18245 is considered a suitable value.
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B Natural productikensss score.
} ) B Thiz score iz typically in the range from -5 1o 5.
NPscore 1139 The higher the score is, the higher the probability is
that the molecule is a NP.
B MW = 500; logP = 5; Hacc = 10; Hdon = 5
Lipin=ki \ccepted . B If two properties are out of range, a poor
Rule abzorplion or permeability iz possible, one i
acceptable.
logP = 3, TPSA =75
Pfizer Rule Accepted L Compounds with a high log P (=3) and low TPSA
[=75) are likely to be toxic.
BMW <400; logP < 4
G5K Rule Rejected L B Compounds satisfying the GSK rule may have a
more favorable ADMET profile
Golden B200<MW=<50;-2<logD<5
Trianal Rejected L B Compounds =atisfying the Golden Triangle rule
nangie may have a more favorable ADMET profile.
PAINS 0 slerts ) Pan Aszzay Interference Compounds, frequent hitters,
Alpha-screen arfifacts and reactive compound.
ALARM 4 alerts - Thiol reactive compounds.
MMR
BMS 0 alerts - Undesirable, reactive compounds.
Chetator 0 alerts - Chelating compounds.
Rule
3. Absorption
Property Value Decision | Comment
Caco-2 . . _
Permesbility -5.223 L Optimal: higher than -5.15 Log unit
MDCK B low permesability: < 2 x 107 cmis
i 25e05 L B medium permeability: 2-20 = 107% cis
ermeability B high passive permeability = 20 = 107° emis
B Category 1: Inhibitor; Category 0: Non-inhibitor;
Pgp-inhibitor 05987 @ B The output value is the probability of being
Pgp-inhibitor
B Category 1: substrate; Category 0: Non-substrate;
Pgp-subsirate 0.023 L B The output value is the probability of being
Pgp-substrate
B Human Intestinal
HIA D.839 . B Category 1: HIA+{ HIA = 30%); Category 0: HIA-{
¢ HIA = 30%); The output value is the probability of
being HIA+
B 20% Bioavailability
B Category 1: F, .+ (bioavailability = 20%);
Fm 0.002 . Category 0: F. %uﬁ\rﬂilabiﬁy z 20%); The output
value is the bility of being Fopn., +
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B 30% Bicavailability

F 0.006 B Category 1: F ..+ (bioavailability < 309%);

3% ; Category 0: F., ., - (bioavailability = 30%); The output

value iz the bility of being Fm+

4. Distribution

Property Value Decision | Comment
B Plasma Protein Binding

PPB 958.60% B Optimal: <= 90%. Drugs with high protein-bound
may have a low therapeutic index.
B VVolume Distribution

VD 0.531 B Optimal: 0.04-20Lfkg

BEB B Blood-Brain Barrier Penetration

P . 0.053 B Category 1: BBB+; Category - BBB-; The output
value iz the probability of being BBB+
B The fraction unbound in plasms

Fu 1.384% B Low: =5%; Middle: 5~20%; High: = 20%

5. Metabolism

Property Value Comment
. . W Category 1: Inhibitor; Category 0: Non-inhibitor;
CYP1AZ inhibitor 0.585 B The output value is the probability of being inhibitor.
CYP1A2 0.856 W Category 1: Subsirate; Category 0. Non-subsirate;
subsirate - B The output value is the probability of being substrate.
CYP2C19 0.931 W Category 1: Inhibitor; Category 0: Non-inhibitor,;
inhibitor : B The output value is the probability of being inhibitor.
CYP2C19 0.05 B Category 1: Subsirate; Category 0. Non-subsirate;
subsirate - B The output value is the probability of being substrate.
R W Category 1: Inhibitor; Category 0: Non-inhibitor,;
CYP2C3 inhibitor .87 B The output value is the probability of being inhibitor.
CYP2C9 0.105 W Category 1: Subsirate; Category 0. Non-subsirate;
subsirate ) B The output value is the probability of being substrate.
R B Category 1: Inhibitor; Category 0: Non-inhibitor,;
CYP2DE inhibitor Qg B The output value is the probability of being inhibitor.
CYP2D6 0019 W Category 1: Subsirate; Category 0. Non-subsirate;
subsirate ; B The output value is the probability of being substrate.
. . W Category 1: Inhibitor; Category 0: Non-inhibitor,
CYP3A4 inhibélor 0.846 B The output value is the probability of being inhibitor.
CYP3ad 0.812 W Category 1: Subsirate; Category 0. Non-subsirate;
subsirate : l The output value s the probability of being substrate.
Page 3

57




6. Excretion

Property Value Decision | Comment
B Clearance
CL 367 @ B High: =15 mU/min'kg; moderate: 5-15 mL/minfkg;
b <=5 ml/min'kg
B Category 1: long half-life ; Category 0: short
half-life;
T1 o 0.155 - B long halflife: =3h; short halfife: <3h
B The output value is the probability of having long
half-life.
7. Toxicity
Property Value Decision | Comment
hERG 0,548 ® B Category 1: active; Category 0 inactive;
Blockers l B The output value is the probability of being active.
B Human Hepatotoxicity
HHT 0.996 . n Cat_egnryr 1: H-HT positive(+); Category 0: H-HT
negative(-);
B The output value is the probability of being toxic.
B Drug Induced Liver Injury.
DILI 0.983 . B Category 1: drugs with a high rizk of DILI; Category
. 0: drugs with no risk of DILL. The output value is the
probability of being toxic.
AMES B Category 1: Ames positive(+); Category 0: Ames
Toxicity 0.981 ® negative(-),
B The output value is the probability of being toxic.
Rat Oral B Category 0: low-toxicity; Category 1: high-toxicity;
Acute 05931 @ H The output value is the probability of being highly
Toxicity toxic.
B Maximum Recommended Daily Dose
B Category 1: FDAMDD (+); Category 0: FDAMDD
FDAMDD 0948 @ -
B The output value is the probability of being
positive.
Skin Sensiti B Category 1: Sensitizer, Category 0. Non-sensitizer;
z.a'a.'1 0205 ] B The output value is the probability of being
on sensitizer.
. B Category 1: carcinogens; Category O:
E’rty = 0.395 non-carcinogens;
B The output value is the probability of being toxic.
Eye B Category 1: commosives ; Category 00 noncomrosives
C ion 0.003 L | The_mltpl.lt value is the probability of being
CONTOSIVES.
Eye 0.4 . B Category 1: imitants ; Category 0: nonimitants
Irmitation ) B The cutput value is the probability of being imitants.
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Respiratory
Toxicity

0.923

B Category 1: respiratory toxicants; Category 0:
L respiratory nontowicants
B The output value is the probability of being toxic.

8. Environmental toxicity

Property Value Comment
B Bioconcentration fackors are used for considering secondary
Bioconcentration 0.571 poizoning potential and azsessing rizks to human health via the
Factors - food chain.
B The unit iz —og10[{mg/LJ 1000 W]
W Tetrahymena pyriformis 50 percent growth inhibition
HBI!I:S':]I 4413 concentration
B The unit iz —og10[{mg/L1000*MW]]
LCo FM 5 793 B 96-hour fathead minnow 50 percent lethal concentration
50 - B The unit iz —og 10[{mg/LJ1000*MW]]
LC._ DM 6.069 W 48-hour daphnia magna 50 percent lethal concentration
50 ) B The unit iz —og10[{mg/LJH{1000*MW]]

9. Tox21 pathway

Property

Value

Decision | Comment

MR-AR

0008

B Androgen receptor
L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

MNR-AR-LBD

0541

B Androgen receptor ligand-binding domain
B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

MR-AhR

0984

B Anyl hydrocarbon receptor
L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

NR-Aromatase

0851

B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

MR-ER

0747

B Estrogen receptor
L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

NR-ER-LBD

0008

B Estrogen receptor ligand-binding domain
L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

NR-PPAR-
gamma

0.558

B Peroxizome proliferator-activated receptor gamma
B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

SR-ARE

0.7

B Antioxidant response element
L B Category 1: aclives ; Category 0: inactives;
B The output value is the probability of being active.

SR-ATADS

0951

B ATPase family AAA domain-containing protein 5
L B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.
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BR-HSE

0073

B Heat shock factor regponse element
B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

SR-MMP

0.54

B Mitochondrial membrane potential
B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

SR-p53

0962

B Category 1: actives ; Category 0: inactives;
B The output value is the probability of being active.

10. Toxicophore Rules

Property Value Comment
- B 20 substructures
Acute Toxicity Ruie 0 alerts W acute toxicity during oral administration
Genotoxic
- _ B 117 substructures
C 1 alerts . L L
H:wa a W carcinogenicity or mutagenicity
MonGenotoxic
Carci icity 2 alerts B 23 substructures
Rule = W carcinogenicity through nongenotoxic mechanizsms
Skin Sensitization & alerts B 155 substructures
Rule a W =kin irmitation
Aquatic Toxicity 4 glerts W 99 substructures
Rule B foxicity to liquid{water)
MonBiodegradable 1 alerts B 19 substructures
Rule B non-biodegradable
B 164 substructures
SureChEMBL Rule D alerts B MedC friend

Page §

60




