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1. &3 FP-ADMET
B 87 R X #F Linux fRAH] MolAICal SCIY Part I f9EFE .

1) S&FF4TFF FP-ADMET A9~ #; ™1t : DownloadModel
RIETEFTFHIM UL E4OKFTHF “Almodels> ADMET->FPADMET 2 linux64”, H T2
{#“fpadmet.tar.gz”

2) ¥ “fpadmet.tar.gz” §% B X {F £ “MolAlCal-xxx/mtools” 1 , H H1 “MolAlCal-xxx” =&
MolAlCal FIfEEL S H %, M“mtools” & “fpadmet.tar.gz " BEFZ N9 B %K.

3) MR

#> tar -xzvf fpadmet.tar.gz

11352 B 5% fpadmet:
#> cd fpadmet

4) L% fpadmet
#> chmod +x install.sh
#> /install.sh

I B I L % fpadmet,

2. itE#HH ADMET S
2.1. ADMET i+ BB X HaER

RRBERANLROXMHEK, ME 1 s 8178819 T8 SMILES F3fa7
2R, HPE—FZ0TH SMILES 5, £ N T8 BE—SI5E 2 zE=ED
&8 1 P=EH.

H nels il |

NC (=0)clccc2c (cl)cccc2  ligl

N#CC (Cclcoo (ccl)O)C#N lig2

OC (=0)C (CoCclcccncl)N ligs

pClcce2 (C(=Ccce3c2cee2 (c3ceczo)c)cl)e 1lige
[ccciceac(cic(=0)cF) (¢) cccicaccca=cc (=0) ccciz[1igio ]
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ligand SMILES String ligand name
B 1. WAXFERR

2.2. itEFrH SMILES &34 7 ADMET % H
PIHRE| B % 018-admet, FE{TA T <
#> molaical.exe -model fpadmet -s all -i mols.smi -o results.dat
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S RNBE: DOETRERFHEE —NER I results.dat”, FTFF X “results.dat”, T [Y
FUEEBETHEN FHAE ADMET £BRITELER., #lan, FUN Blood-brain-barrier
penetration (26 B 2) #0 pKa dissociation constant (5s B 50) f9Z5 R0 T:

S R R
2: Blood-brain-barrier penetration
Predicted Confidence Credibility

ligl Yes 0.93 0.32

50: pKa dissociation constant

Predicted quantile_0.025 quantile_0.975
ligl 5.19 -1.60 13.06
T

ligl” B AMHEERBIR. LAY lig " HIPRE“Yes”F BZ L &Y TN IE AT M 5 fe 7
%, BEEN 093 REDEFEEHE, FAMNTERIENMTE. TEEENRIKNE
(0.32) R B lig" ZHAUEYENGETLEBBHRERN, BARERELERN.
X5 50 WAYEIARHI, THET 9S%AIBNXE (pKa 7 0.025 1 97.5%KI M), FHeaH
TEANZAFNSEE . 140 FP-ADMET AYRIAIESCATL: BR%E ATIUN X &) 2 B 5 Fun 48
KA FEMRIE]. BATNERNOEFMERE, BEESRBRE XM —E Xk

“doc”H1 4 A“ADMETModels-doc.pdf”’. “FP-ADMET.pdf”F1“FP-ADMET-SLpdf”f9 X 14,

HUMIER, UTHSULHAMLEAR: BN EN D TAER 58 MNEMENER
(B2 FIHBEUERRE BRI XHR), B ASNEMEFEERMES FHEEE
= (TFfEfE " "merge lig" X3k H):

#> molaical.exe -call run -c sfile -i m_admetp.py -i results.dat --merge

T BRI TERE:

> ERERESXELES (B ligl, lig2..) AENDFER 8 NMEMENMSER;
< fE'merge lig" XHEFPABGNEMELZEERFIBEN FREEERA,

> SERCMERRM PNG B F 1 PDF X#EEMER, EFAEXARE TS,
I TR, BLRRTRD FREMERENRA ADMET E. BESITES R KRB
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2.3. HHEFTH SMILES #&X 5% F 98 ADMET % H
P)#Z) 018-admet, FFEHWOTHS:

#> molaical.exe -model fpadmet -s single -1 mols.smi -n 1

SRR BTEFRTESH I, ERER—IRA LAl MREFESZI 2, €
BER— 1R A2.dat" 3. MREFEST 3, EREL—DRA3.dat’ B3
A PR SR XA RIRT R B IR S PR ESTARR . FTF X 1L.dat”, “l.dat’BIRBRLT:

T
Predicted Confidence Credibility

ligl Negative 0.77 0.31

lig2 Negative 0.90 0.59

ligb Negative 0.80 0.35

ligb Negative 0.91 0.64

lig10 Negative 0.96 0.86
T

E{XEBRT ADMET HAH 9 FA9°“1: Anticommensal Effect on Human Gut Microbiota” Il AY 11 & 45 8 ,
Z7 & ADMET fFFBIE, 15&EE MolAICal FHAIABIRM X, 5 AKFE X HMAE—
AL “doc” 7 H “ADMETModels-doc.pdf”’, “FP-ADMET.pdf”F1“FP-ADMET-SI.pdf”

RS

ZERUIMER, THTEIAEME "merge_lig" X PAREBM R B BRERN LA F .

Part II. £ ] MolAICal i+& ADME f19> 7B

AER#HFE1E A Linux 3¢ Windows iREJ MolAlCal,
7 Part 1 A2, KE® MolAlCal it &4 ¥ ADME M FEMMILE, BEAENT:

) WR-s"Z 0, B AY D FHFMERMER
#> molaical.exe -model admepro -s 0 -i "O=C(C)Oclcccccl C(=0)0"

2) MR-"Z 1, Bt — Mo 7&K ADME 58
#> molaical.exe -model admepro -s 1 -i "O=C(C)Oclcccccl C(=0)0O"

Blgn, HHERMT:
# 1. Pharmacokinetics:
Gl absorption: High
BBB permeant: Yes

# 2. Lipinski Rule of 5 Violations:



No violations found

# 3. Medicinal Chemistry:
PAINS filter: False
Brenk filter: True

3) MR“s"E 2, FSME S FH—LREMER, o FE. SBHEEE.
#> molaical.exe -model admepro -s 2 -1 "O=C(C)Oclcccec1C(=0)0O"

EZBRMIMNANKBELR, ES% MolAlCal Fi.

Reference

1.  Venkatraman V. FP-ADMET: a compendium of fingerprint-based ADMET prediction models.
J Cheminform. 2021;13(1):75.

By %

FP-ADMET #3 58 /~ ADMET £ BN T:

1: Anticommensal Effect on Human Gut Microbiota
2: Blood-brain-barrier penetration

3: Oral Bioavailability

4: AMES Mutagenecity

5: Metabolic Stability

6: Rat Acute LD50

7: Drug-Induced Liver Inhibition

8: HERG Cardiotoxicity

9: Haemolytic Toxicity

10: Myelotoxicity

11: Urinary Toxicity

12: Human Intestinal Absorption

13: Hepatic Steatosis

14: Breast Cancer Resistance Protein Inhibition
15: Drug-Induced Choleostasis

16: Human multidrug and toxin extrusion Inhibition



17: Toxic Myopathy

18: Phospholipidosis

19: Human Bile Salt Export Pump Inhibition
20: Organic anion transporting polypeptide 1Bl binding
21: Organic anion transporting polypeptide 1B3 binding
22: Organic anion transporting polypeptide 2BI1 binding
23: Phototoxicity human

24: Phototoxicity in vitro

25: Respiratory Toxicity

26: P-glycoprotein Inhibition

27: P-glycoprotein Substrate

28: Mitochondrial Toxicity

29: Carcinogenecity

30: DMSO Solubility

31: Human Liver Microsomal Stability

32: Human Plasma Protein Binding

33: hERG Liability

34: Organic Cation Transporter 2 Inhibition
35: Drug-induced Ototoxicity

36: Rhabdomyolysis

37: T1/2 Human

38: T1/2 Mouse

39: T1/2 Rat

40: Cytotoxicity HepG2 cell line

41: Cytotoxicity NIH 3T3 cell line

42: Cytotoxicity HEK 293 cell line

43: Cytotoxicity CRL-7250 cell line

44: Cytotoxicity HaCat cell line

45: CYP450 1A2 Inhibition

46: CYP450 2C19 Inhibition

47: CYP450 2C9 Inhibition

48: CYP450 2D6 Inhibition

49: CYP450 3A4 Inhibition

50: pKa dissociation constant

51: logD Distribution coefficient (pH 7.4)

52: logS

53: Drug affinity to human serum albumin
54: MDCK permeability

55: 50% hemolytic dose

56: Skin penetration

57: CYP450 2C8 Inhibition

58: Aqueous Solubility (in phosphate saline buffer)



