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A quiralidade e os farmacos
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Drug Research

Volume 33
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Enantiomeria sem C-assimétrico
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HO Prof. Stephen Matlin

O H Executive Director
Global Forum for Health Research
World Health Organization
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Gossypium

Contraceptivo masculino oral

hyrsutum 1929 - regido de Jiangxi (China)

G. autumnale 1972 - Missdo diplomatica EUA
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Synthesis and Characterization of the Atropisomeric Relationships
of a Substituted N-Phenyl-Bipyrazole Derivative with
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Anti-inflammatory Properties

barreira de rotacao
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CHIRALITY 24:463-470 (2012)
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J. S. Albert et al., Structural analysis & optimization of NK1 receptor antagonists through modulation
of atropisomer interconversion properties, J. Med. Chem. 2004, 47, 519
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ATROPOISOMERISMO: O EFEITO DA QUIRALIDADE AXIAL EM SUBSTANCIAS BIOATIVAS
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kind of stereoisomenc relationship that anses from the freezmg of acertmn coaformation of an onganic molecule, sssociated with a
high rotational barmer about a single covalent bond. Atropisomensm has been originally descobed in orfo-functionalveed bphenyl
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é i ‘i ATROPISOMERISM: THE EFFECT OF THE AXIAL CHIRALITY IN BIOACTIVE COMPOUNDS. Atropisomersim s a spacial

properties in compounds that don't present classical siermogenic centers, Atropisomens compounds, inlermediaies and catalysts have
well-know importance in onganic synthesis, bt the influence of the axial chirality in substances able to modulate biological systems 1s
still mot very exploied in drug dezsign and development. In this context, the present sccoust descrbes the importance of tas streetural
property in the medicinal chermstry of differem classes of Biosctive compounds or therapeutic agenls, emphasszing how atropisomse nem
could affect the molecular meognition of & higasd or a proiotype by the target bioreceptor.

J Clayden, WJ Moran, PJ Edwards, SR LaPlante, The Challenge of Atropisomerism in

Drug Discovery, Angew Chem Int Ed 2009, 48, 6398 CHEMMEDCHEM
SR LaPlante, PJ Edwards, LD Fader, A Jakalian, O Hucke, Revealing Atropisomer 'r;,.;
Axial Chirality in Drug Discovery, ChemMedChem 2011, 6, 505 _‘E ' Sen
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Conformacéo em “U”

Conformacao “grampo-de-cabelo” * PDE4i ICs=190nM
anti-TNF-« ECgq=1.30uM
orally active anti-inflamatory

* A. E. Kimmerle et al., Design, Synthesis, and Pharmacological Evaluation of N-Acylhydrazones and Novel
Conformationally Constrained Compounds as Selective and Potent Orally Active PDE-4 Inhibitors, J Med Chem
2012, 55, 7525
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Série de derivados N-acilidrazoénicos

analogos ao piroxicam

de Miranda, A. S. et al., Molecules 2012, 17(12): e14126
AS de Miranda, Diss. Mestrado, Instituto de Quimica/UFRJ 2012




Sintese dos novos derivados N-acilidrazonicos

\ CH3

LASSBio-1638

molecules

2
=
- - V4 ° .
W
: analogos ao piroxicam
ey
L¥]
ma
= / \
& OH O CH,3 Arila ou
=} ) heteroarila
) N o NH,NH,.H,0 N/NHz ArCHO 1 eq.,
—'ﬂ 20 eq. H HCI cat.
= ~NJ | refl /N\ : /N\
o CiTCH; etanol refluxo \ CH,4 EtOH, t. a., 30 min. , \
'E-, /S\ 90°C°,2h 69-92%
il 68% rendimento
_g \ global: 48-63% J
o
b,
- -
2
ol
W
s OH OH O S \
=
pt N N NS
NT AN NT AN N N
: N : N " H
N H
o//S\\o\CHs o//S:\O\CHs //S\\ o’/S\/\o\CH3
LASSBio-1606 LASSBio-1617 LASSBio-1604 LASSBio-1637
CH3 ?HS
N<
OH O CHj3 OH O CH3
-N _N CH;
\N H \H m)LH \H - o
O//S\\O CHj; O//S\\O CHj OH O
LASSBio-1605 LASSBio-1607 N CHj
N N
H
/ _No H Hee CHs

//S\\ CHs

LASSBio-1639

AS de Miranda et al.,

Molecules 2012, 17, 14126



MEDICINAL CHEMISTRY OF N-ACYLHYDRAZONES: NEW
LEAD-COMPOUNDS OF ANALGESIC, ANTIINFLAMMATORY AND

Current
Medicinal
Chemistry

ANTITHROMBOTIC DRUGS

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
bioactive N-acylhydrazone (NAH) derivatives designed through the structural
optimization of N-arylhydrazone precursors, originally planned by molecular
hybridization of two known 5-lipoxygenase inhibitors, i.e. CBS-1108 and
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.
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—
Contents lists available at SciVerse ScienceDirect et Umthinst
Bioorganic & Medicinal Chemistry -

journal homepage: www. elsevier.com/locate/bme

Discovery of new orally effective analgesic and anti-inflammatory hybrid
furoxanyl N-acylhydrazone derivatives
Paola Hernindez *, Mauricio Cabrera?®, Maria Laura Lavaggi®, Laura Celano®, Inés Tiscornia®,

Thiago Rodrigues da Costa®, Leonor Thomson ®, Mariela Bollati-Fogolin ©, Ana Luisa P. Miranda ¥,
Lidia M. Lima®, Eliezer J. Barreiro®*, Mercedes Gonzilez %*, Hugo Cerecetto %*
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P. Hernandez et al., Discovery of new orally effective analgesic and anti-inflammatory hybrid furoxanyl
N-acylhydrazones derivatives, Bioorg Med Chem 2012, 20, 2158
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= Banco de Dados (finalidade)® Hyperlink
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e ChEBI (Estruturas quimicas de interesse http://www.ebi.ac.uk/chebi/

’:E bioldgico)

= ChemBank (Quimioinformatica) http://chembank.broadinstitute.org/

v

s

i ChemSpider (RSC; estruturas quimicas e http://www.chemspider.com/*

2] .

E propriedades)

g ChEMBL (banco de dados de moléculas https://www.ebi.ac.uk/chembl/*

E bioativas)

i DISEASOME (Variacdes genéticas em http://diseasome.kobic.re.kr/
doencas; 109715 registros)
PubChem/PubMed (Banco de dados de http://www.ncbi.nlm.nih.gov/pubmed*

moléculas pequenas)?

2P2Is (informacdes estruturais sobre PPI's) http://2p2idb.cnrs-mrs.fr/

STITCH (prediz interacGes entre estruturas) http://stitch.embl.de/

IniPro (sequéncia de proteinas & classificacao) http://www.ebi.ac.uk/interpro/

& Qutros sites uteis: PDB; IUPHAR:; Zinc;* REACTOME; Supertarget; Sideeffects; WikiPathways (Beta); MetaCyc;
* Exemplos
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As Longas Pernas do Laboratdrio de Avaliacao e Sintese de
Substancias Bioativas (LASSBio®;
http://www.farmacia.ufrj.br/lassbio): Histdrico e Perspectivas
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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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A quimica medicinal brasileira de 1998 a 2008 nos periddicos Journal of
Medicinal Chemistry, Bioorganic and Medicinal Chemistry, Bioorganic and
Medicinal Chemistry Letters e European Journal of Medicinal Chemistry
Bastos, Renato S.*; Silva, Barbara V.; Pinto, Angelo C.

Rev. Virtual Quim., 2009, 1 (1), 67-86. Data de publicacao na Web: 2 de Fevereiro de 2009
http://www.uff.br/rvg
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