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Neste curso-curto apresentaremos os fundamentos da Quimica Medicinal, para o
desenho molecular de novos candidatos a farmacos. A introdugao abordara o histérico
e a cronologia da disciplina, com énfase ao seu carater interdisciplinar. O processo de
descoberta de farmacos ilustrara como “nascem” os farmacos. Apresentaremos alguns
aspectos da inovacao farmacéutica radical, em especial para os farmacos sintéticos.
Em conclusao, alguns exemplos selecionados do trabalho realizado no Laboratdrio de
Avaliacao e Sintese de Substancias Bioativas (LASSBio) do ICB da UFRJ, criado e
coordenado pelo apresentador, serao apresentados.

eliezer 6 !1II§







AR
“0 “@nfgma’ doifluimica medicinal!




Quimica

“... when it comes to drug discovery
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As Longas Pernas do Laboratorio de Avaliacao e Sintese de
Substancias Bioativas (LASSBio®;
http://www.farmacia.ufrj.br/lassbio): Histérico e Perspectivas

Barreiro, E. J.
Rev. Virtual Quim., 2013, 5 (2), 266-282. Data de publicacao na Web: 19 de janeiro de 2013
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MEDICINAL CHEMISTRY OF N-ACYLHYDRAZONES: NEW
O LEAD-COMPOUNDS OF ANALGESIC, ANTIINFLAMMATORY AND

ANTITHROMBOTIC DRUGS
N Ar'
Ar N~ §/

I Carlos A.M. Fraga and Eliezer J. Barreiro

Volume 13, 167-198, 2006

In this article we provide an overview on the medicinal chemistry of new
~ =gl bioactive N-acylhydrazone (NAH) derivatives designed through the structural
Current o .

o optimization of N-arylhydrazone precursors, originally planned by molecular
Medicinal hybridization of two known 5-lipoxygenase inhibitors, i.e. CBS-1108 and
Chemist ry BW-755c. The analgesic, antiedematogenic and platelet anti-aggregating
profile of several isosteric NAH compounds was investigated by using
classical in vivo and ex-vivo pharmacological assays, which allowed the
identification of new potent centrally and peripherically-acting analgesic
leads, new antiinflammatory agents and new antithrombotic prototypes.
During this study, dozens of active NAH compounds were discovered,
clarifying the structure-activity relationships for this series of derivatives
and indicating the pharmacophoric character of the N-acylhydrazone
moiety for its biological profile.

% ; http://dx.doi.org/10.2174/092986706775197881
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Toxicidade Aguda e Sub-aguda

v A toxicidade sistémica aguda e sub-aguda foi investigada em ratos,
por duas vias de administracao, p.o. e i.p., nas doses de 1000 uM/kg
e 73 uM/kg, respectivamente (i.p., administrando-se 2 vezes ao dia,
durante 15 dias seguidos: ~ 100 vezes superior a EDg, in vivo).
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ESTRATEGIA DE SIMPLIFICACAO MOLECULAR NO PLANEJAMENTO RACIONAL DE FARMACOS: A
DESCOBERTA DE NOVO AGENTE CARDIOATIVO

Eliezer J. Barreiro*
Departamento de Farmacos, Faculdade de Farmécia. Universidade Federal do Rio de Janeiro, Cidade Universitdria. Ilha do Fundio,
CP 68006, 21944-190 Rio de Janeiro - RJ

Recebido em 24/1/02; aceito em 17/4/02

STRATEGY OF MOLECULAR SIMPLIFICATION IN RATIONAL DRUG DESIGN: THE DISCOVERY OF A NEW
CARDIOACTIVE AGENT. In this article are described examples of the successful use of molecular simplification strategy in
the discovery of new drugs from bioactive natural products and synthetic compounds. The discovery of a new cardiotonic derivative
(37. 2-thienylidene-3.4-methylenedioxybenzoylhydrazine: LASSBio-294), efficiently synthesized from Brazilian natural product
and structurally designed by molecular simplification of active pyridazinone compounds reported in the literature, is described.
A brief description of the pharmacological profile of this new cardiotonic lead-compound, belonging to the N-acylhvdrazone
(NAH) class, is also reported herein.

Keywords: new cardiotonic derivative; bioactive N-acylhydrazone compound; LASSBio-294.
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N-acilidrazona NAH

@AH = amida + imina

As propriedades biologicas das NAH
foi descoberta no LASSBio!




& “..discovery consists of seeing
what everybody else has seen

and thinking what

nobody cise

has not thought...”

Albert Szent-Gyorgi (1893-1986)
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