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T. Kennedy, Drug Disc. Today 1997, 2, 436-444 from surve% b; Center for Medicines Research
R.A Prentis, Y. Lis, 5.R. Walker, Br. J. Clin. Pharmacol, 1988, 387-396
monitoring pharma companies from 1964-1985.

Animal toxicity
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Commerical reasons

Lack of efficacy

Causes of Candidate Failures in Man
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EBoth potency and pharmacokinetics
can be optimized simultansoushy

Pharmacokinetics
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Histarically, potency was

was optimized in later stages Fharmacokinetic:

Current Opinion in Chemical Biology
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ACD/Labs ACD/LogD Suite and ACD/Log Sol Suite,
ACD/LogD Batch and ACD/Log Sol Batch.
ACD/Structure Design Suite. ACD/PhysChem
Batch
acslXtreme
Metabolite ID Software
AurScope. AurQuest

Aegis Technologies Group
Applied Biosystems
Aureus Pharma

BioByte Bio-Loom. CQSAR., ClogP
BioKin Limited BatchKi. Dynafit. PlateKi. SteadyFit

Bio-Rad KnowlItAll

BioReason Class Pharmer Suite

Cerep BioPrint
Chemical Computing Group MOE
ChemsSilico CSLogWS. CSLogD. CSLogP, CSpKa. CSBBB.
CSPB. CSGenotox, CSHIA

Chenomx Chenomx NMS Suite 4.0

ComGenex
CompuDrug

Pallas Software Family
Hazard Expert. Hazard Expert Pro. MetabolExpert.
MEXAlert. pKalc. TPSA. Rule of 5. PrologP.

ToxAlert
Cyprotex Cloe PK
Daylight Chemical Information Systems PC Models

EduSoft Hint, Molconn-Z, Zap. HASL

Elsevier — MDL MDL QSAR. MDL Toxicity Database, MDL Metabolite,
MDL Sculpt, MDL ISIS for Excel, MDL Carcinogenicity
Meodule, RTECS

Entelos PhysioLab Technelogy
Equbszts Equbszts Foresights
Evotec OAI Evotec Profile

Exonhit Therapeutics Safe-Hit

Gene Logic ToxExpress System. BioExpress System
GeneGo MetaCore, MetaDmug
Genomatica SimPheny

Globomax Icon
Golden Helix
Iconix Pharmaceuticals

IDBS ActivityBase, BioBook, Chem™tra, PredictionBase

Galileo, Watson. Newton, Kinetica

NONMEM. PDx-Pop, PDx-IVIVC

ChemTree, HelixTree

DmugMatrix

InnaPhase

PR

LHASA
Biowisdom/TLION
MDS Pharma Services
Molecular Discovery Limited
MultuCASE

Nimbus Biotechnology
NorayBio
Novatia
Partek

Pharma Algorithms

Bayer Technology Services
pION

Schrodinger
Supernus Pharmaceuticals
Simeyp
Simulations Plus, Inc.

Sirius
Spotfire
Strand Life Sciences
Summit PK
Syracuse Research Corporation
TerraBase

Thermo Electron Corporation
TinmTec
Tripos
Umetrics
Waters
White Carbon

Ty A ST Gty Ao T T ST
Known Drugs Databases. LeadScope Enterprise,
LeadScope Personal
DEREK for Windows, METEOR. Vitic
1DEA. LeadNavigator
Pharmotif Solutions
GRID. VolSurf. MetaSite. Almond. ADRIANA
MCASEMC4PC. CASETOX. ToxLite,
METAPC. MCWEB
PK-Map
CacoReady Software, NoravNet ADME
Metlab Profiler

Partek Screener’s Solution, Partek QSAR Solution,
Partek Discovery Suite
Algonithm Builder. QSAR Builder. ADME Boxes
v. 3.0, Tox Boxes v. 1.0, ADME/Tox WEB,
DMSO Solubility, ADME Batches. Absolv
PK-SIM
ELM-Evolution Library Manager
QikProp
ProPhile, RADAR. ProScreen. OptiScreen
Simeyp
ADMET Modeler, ADMET Predictor, Class
Pharmer 4.0, GastroPlus. DDDPlus
RefinementPro2
DecisionSite for Lead Discovery
ADMETIS '
PK Solutions, Metabase
PHYSPROP
TerraQSAR Programmes_ TerraTox Database
Products
Metabolite ID 2.0
SLIPPER, DISCON, HYBOT-PLUS
WVolSurf
SIMCA-P. SIMCA-P +
MetaboLyvnx Application Manager
Pathways for Adaptive ADME/Tox
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VolSurf VolSurf
conversion GRIN GRID encoding
engine engine
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3D molecular structures MIF VolSurf
descriptors
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molecular properties

molecule 1

molecule n

lipephilic
steric
electronic
H-bending

summarize properties in
latent variables (principal
properties)

molecule 1

molecule n

multivariate statistics (PCA, PLS, PLS-DA)
for pattern recognition and

correlation with biologically relevant properties
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score plot describes systematic

variation between molecules

size, hydrophobicity

polarity
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Wagner S.et al,, In vitro behaviour of sesquiterpene lactones and sesquiterperactone-containg plant preparations in-humansioaEinE
albumin solutions, Planta Med, 2003, 70, 227-233.




of Synthetic Cannabinoids
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G. Cruciani, E. Carosati, B. Boeck, K. Ethirajulu, C. Mackie, T. Howe, R. Vianello|, MetaSite: Understanding
Metabolism in Human Cytochromes from the Perspective of th&Chemist, % 8#9 48#9#
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