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O pradigma de Fischer
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Emil Fischer
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As interacoes moleculares

Farmaco - Biorreceptor



" Reconhecimento & complementaridade molecular

Poténcia & eficacia



] Os farrmacos atuam em alvos terapéuticos...

GPCR; Qumases, RH J\J,J“J
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P Imming et al., Nature Rev. Drug Discov. 2006, 5, 821
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“for their discoveries concerning the molecular structure of nucleic acids

and its significance for information transfer in living material“

Prémio Nobel de Medicina e Fisiologia 1962
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50 Years of DNA

Ligagées de Hidrogénio entre
Guanina (G) / Citogina ([C) e

Nature Pub. 2003.
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J. Clayton & C. Dennls Eds “50 Years of DNA ",
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polymorphs of 5,5-diethylbarbituric acid.

ligacao-H
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&) « Tipos de interacdes F-R
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Martin Karplus
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Ariel Warshel
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Modelagem & dinamica molecular

“for the development of multiscale models for complex chemical systems”
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)PDB

PROTEIN DATA BANK

Access the PDB FTP;
RCSB PDB PDBe PDBj

Archive Download

Chemical Component
Dictionary

Deposit Data to the PDB:
RCSB PDB PDBe
PDBj BMRB
Search for Structures:
RCSB PDB PDBe
PDBj BMRB
PDB Archive Snapshots:
RCSB PDB PDBj
Instructions to Journals
Documentation
Format
Annotation and Policies
Workshops and Task Forces
X-ray Validation
NMR Validation
wwPDBAC

ﬂ_A&_l‘“

http://www.wwpdb. org/

Home | wwPDB Agreement = Statistics | FAQ | News | Contact Us

Data Download Details

The wwPDB fp site is quite large. As of September 21, 2008, |tcnnta|ns more than fl-:l3 (00 files and requires over 94 GBbytes of storage. It
will continue to grow with each weekly update. Fresh of time.

, : | *] september: setembro
A number of download locations and options are provi o

Desativar

Access is available from: the RCSB PDB (USA) | PDBe (UK) | PDBj (Japan)

Please note: ftp:/Mtp.resh.org is no longer updated. Please access the POB archive using one of the FTP sites listed in the left menu.

RCSE PDB:

USING RSYNC PROTOCOL:

rsync --port=33444 ftp.wwpdb.org::

frp Top level of ftp tree approximately 66 GB ( /pub/pdb )

frp data Data directory within ftp archive Aproximately 65.7 GB [ /pub/pdb/data )

frp derived Derived data directory within ftp archive Aproximately 134 MB | fpubfpdbfderived_data )
frp doc Doc directory within ftp archive Aproximately 234 ME { /pub/pdb/doc )

Downloading coordinate files in PDB Exchange Format (mmCIF): To download the entry files in POB exchange format the following rsync
command may be used:

raync -rlpt -v -z --delete --port=33444
rsync.wwpdb.org: :ftp data/structures/divided/mmCIF/ ./mmCIF

Downloading coordinate files in PDBML Format (xml): To download the entry files in PDBML format the following rsync command may be
used:

R Wang et al., The PDBbind database: collection of binding affinities for protein-ligand complexes with known three-dimensional
structures, J Med Chem 2004, 47, 2977.



Docking Molecular

ANALISE CONFORMACIONAL | CA"ITL0®

UMA INTRODUCAO A MODELAGEM MOLECULAR APLICADA A
(METOUOSEMIFEMPIrICONAIVIZYE BTN MY

QuiMICA S
MEDICINAL

ESTRUNURATdO'BIORRECEPIGR

Quimioteca (FBDD)

Quimioteca da LASSBio s GConstrucaodoimodelo
FlexX / Gold *PROTEIN DATA BANK
Dr Laurent Dardenne  Virtual Screeni IDENTIEICACAG
https://dockthor.Incc.br DO SITIG DE

Eg © RECONHECIMENTO

| prv
A
Vad)

Mapa farmacoférico 3D/SAR

Sybyl, Version 8.0, Tripos Associates
Spartan Pro 14.0, Wavefunction, Inc.
KNIME; Biovia Discovery

GOLD (Jones et al. 1997; Portal da CAPES); Glide (Schr)
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Phe317

Estrutura do imatinibe complexado no dominio da h-ABL-K (c6digo no PDB: 2HYY;
Resolucédo= 2,4 A) obtida por ancoramento molecular com o programa FlexX (licenca # 7512)..
Valor de energia livre de ligacéo teorica (AGlig) de -35,751 kJ/mol.
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Esqueleto ciclopentano
peridrofenantreno

Testosterona| C,, C,y

similaridade molecular
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progesterona testosterona




Nivel hierarquico da descricdo da complementaridade F-R

Complicadores: e comploxo f  Nivel de
ixe-i ' : -bi ificuldade
« Encaixe-induzido 3 farmaco-biorreceptor

N :Confor,magao bIOE,i'[!Va conformagao
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estereoquimica
dindmica

fatores
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estereoquimica
estatica

confiquracao -
g ¢ Intermediario

diastereocisomeria

. isomeria geomeétrica
tautomerica

grupos funcionais

Elementar

F.M. L pF PE.

Fropriedades Estruturais

bioligante- ligante
composto protétipo



O encaixe induzido F-R
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