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Acido carboxilico I6nica (carga-carga)
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Molecularizando o Modelo "Chave-Fechadura”
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Consequéncias ligacao-H
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As fases da acao dos farmacos
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Propriedades fisico-quimicas
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OS Charifson, WP Walters, Acidic and basic drugs in medicinal chemistry: a perspective, J. Med. Chem. 2014, 57, 9701
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Phenoxide anion is stable by resonance l
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Pampa (Parallel Artificial Membrane
Permeability Assay)

Artificial membrane separates 2 compartments
Models transcellular (passive) absorption only

No tissue culture
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Bioensaios de permeabilidade
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Modulando a permeabilidade
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In silico




Calculo do LogP

LogP for a molecule can be calculated from a sum of fragmental
or atom-based terms plus various corrections.

logP = 2 fragments + X corrections
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Phenylbutazone

clogP

C: 3.16 M: 3.16 PHENYLBUTAZONE

Class | Type | Log(P) Contribution Description Value
FRAGMENT |[#1 | 3,5-pyrazolidinedione -3.240
ISOLATING |[CARBON]| 5 Aliphatic isolating carbon(s) 0.975
ISOLATING |[CARBON| 12 Aromatic isolating carbon(s) 1.560
EXFRAGMENT|BRANCH,| -0.130
EXFRAGMENT|HYDROG| 4.540
EXFRAGMENT|BONDS | 3 chain and 2 alicyclic (net) -0.540
RESULT | 2.11 |All fragments measured clogP = 3.165



Propriedades FQ, In silico
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In Silico Prediction of Physicochemical, ADME, and Toxicity Properties

ACD/Percepta

Platform Data Mining,

Visualization, and
Decision Support

ACD/Percepta Portal

Desktop Modules for

ACD/Percepta Industry-Leading
PhysChem, ADME R bl mEs e
Batch Modules for ! L Structure Design
ACD/Percepta Tox Property Prediction
i’ WJ
ACD/Percepta
Platform
Integration with Knowledge-Sharing
.‘0 In-House/ in a Collaborative

Third Party Models Environment

Chemist-Friendly
Interface




CAPITULOD 7

A IMPORTANCIA DOS FATORES ESTRUTURAIS
NA ATIVIDADE DOS FARMACOS 285

quimica &
MEDICINAL

diastereoisomeria tautomeria isomeria geometrica

F.M
P.M

complexo farmaco-biorreceptor

conformacao farmacoférica

fatores conformacionais | Estereoquimica
Jdindmica
configuracao | estereoquimica
estatica

grupamentos funcionais

Propriedades estruturais

bioligante-ligante
composto-prototipo

Nivel de dificuldade

Superior

Intermediario

Elementar




Functional

2 Groups

W ¥,

:E SLprre IR
Z = NHD p S A8

Wy 2 L. Lemie

et

Propriedades eletronicas
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