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« Design of
site-directed
mutant proteins

« Assassment of
target ‘drugability’
by analysis of ligand
binding sites

« Tool compound
design for probing
biclogical function

« High-throughput
docking

« Design of selective
ar broad spactrum
compounds

« Design of in vitro
test assays and
predicﬁun of animal
model suitability

+ Prediction of binding
characteristics of lead
compounds {docking)

* Prediction of
metabolism, toxicity and
drug-drug interactions
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Palrwise sequence a lignment

Structure-based drug design
Structure-based target assessment
Site-directed mutagenesis

Assignment of protain function

Multi

Structure-based target assessmeant
Site-directed mutagenesis

Assignment of protein function

Thread

Site-directed mutagenesis

Assignment of protein function

r@, sequence
Ab initio | profile allanmerrt




Protein of unknown
structure

Fold assignment

Sequence-structure
alignment

Model building
(sidechains, loops)

I

Model refinement

|

Model assessment

Target sequence:

Target sagquance:

Homolog 1, no 30 structura:
Homalog 2, no 30 structurs:

Template 1, 3D structure:
Template 2, 30 structure:
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Phamacacophore Model Construction ]

[ Analogue-based Approach

)

[

Receptor-based Approach ]

1. Selection of Input Data

2. Conformational Searching

3. Feature Extraction

4. Structure Representation

5. Pattern Identification

6.Scoring of Models

LITTTT

[ 1. Structure Quality Assesment

—[ 2. Phase Space Sampling

—[ 3. Negative Image Construction

— 4. Hit Analysis
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‘ Negative Image Construction J
|

MIF Analysis |

EV Identification
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Grid Point Selection

Clustering

Active Site Atom Selection J
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[ Hit Analysis and /n Vitro Testing \

[ Database Screening

| Database Selection ——
[ Database construction ——
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RMSD of the PfSpdSyn equilibration run
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Total Energy vs Time Steps
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