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Toxicóforo

AC Macherey, PM Dansette, Biotransformations Leading to Toxic Metabolites: Chemical Aspect, 

The Practice of Medicinal Chemistry, Academic Press, NY, 2015, pp 675−696 [Link]

Um toxicóforo é a subunidade

estrutural capaz de promover

respostas tóxicas, diretamente

ou via ativação metabólica.

Toxicidade

molecular

doi: 10.1016/B978-0-12-417205-0.00025-0.


Inibidor irreversível

biopharmaceutical company



A Conlin, M Fornier, C Hudiis, S Kar, P. Kirkpatrick,
Nat. Rev. Drug Discov. 2007, 6, 953

Epotilona-B

Ixabepilona
IxempraR

BMS, 2007

Inibidor de microtúbulo

1993

Mixobacteria

2-metil-tiazola

T1/2 17-52h (iv)

epóxido

C16-macrolactona
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epóxido



PJ Bungay et al., Preclinical and clinical pharmacokinetics of PF-02413873, a 

nonsteroidal progesterone receptor antagonist, Drug Metab Dispos. 2011, 9, 1396.

metilsulfona

ciclopropila

Tensão angular

PR-blocker

https://en.wikipedia.org/wiki/Bent_bond


2-aminoquinolina

Ácido hidroxâmico

2-aminopiridina

Vorinostat

Panobinostat

Tosedostat
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endoperóxido

Éster ciclíco = lactona

Sem o modêlo da natureza, nunca se 
teria inventado este padrão molecular!

acetal

Artemisinina
T1/2 0,6-2,6h

Log P = 2,27

PSA 54,0 A2

Campbell, Ômura, 

Youyou

2015



Gary H. Posner

1943-2018

Johns Hopkins University

Artemisia annua

peróxido-éter

terpeno

RD Slack, AM Jacobine, GH Posner, Antimalarial
Peroxides: Advances in Drug Discovery and Design,
Med. Chem. Commun., 2012, 3, 281.
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JI Seeman, Tet 2016, 72, 5950



M A Avery, M Alvim-Gaston& et al., 
Structure− activity relationships of 
the antimalarial agent artemisinin,

J Med Chem 2002, 45, 292.

& Atual Innovation Director,
Eli Lilly Co., IN, EUA

Oxford, Miss
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N-acylhydrazone analogue

http://www.linkedin.com/groups?home=&gid=103129&trk=anet_ug_hm
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Andy E Greene
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T1/2 70h
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http://ejb-eliezer.blogspot.com/



As fases da ação dos fármacos
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A fase farmacocinética (PK)

Biodisponibilidade; posologia; efeitos adversos; interações medicamentosas;



Biodisponibilidade Permeabilidade

Caco-2 PAMPA

AMES Tox.
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G. T. Balogh, Physicochemical characterization in drug discovery, Drug Discov Today: Technologies 2018, 27, 
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álcool alílico

álcool alílico
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