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E. J.  Barreiro & C. A. M. Fraga, E. J.  Barreiro & C. A. M. Fraga, ““A UtilizaA Utilizaçção do ão do SafrolSafrol, Principal Componente Qu, Principal Componente Quíímico do mico do 

ÓÓleo de Sassafrleo de Sassafráás, na Ss, na Sííntese de Substancias ntese de Substancias BioativasBioativas na Cascata do na Cascata do ÁÁcido cido AraquidônicoAraquidônico: : 

AntiAnti--inflamatinflamatóórios, Analgrios, Analgéésicos e sicos e AntiAnti--trombtrombóóticosticos””, , QuQuíímica Nova, 22mica Nova, 22, 744 (1999)., 744 (1999).
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SafrolSafrol, mat, matéériaria--primaprima
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Dissecação molecular
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T. Y. Shen et al., J. Am. Chem. Soc. 85, 488 (1963);

T. Y. Shen, US 3161654 (1964 to Merck)  
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E. J. Barreiro et al., "An Improved Synthesis of Indole

Derivatives Related to Indomethacin from Natural Safrole", 

Journal of Chemical Research (M) 1142-1165, (1982).

indometacina safrotacina

Química Nova, 22, 744 (1999)
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LASSBio-349: um novo composto-protótipo

O O ininííciocio…… a a literaturaliteratura de de patentespatentes!!
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C16H13F2NO4S

353.34 

CGP 28238

Futaki, 1995

IS COX-1/COX-2 = 5000

IS = índice de seletividade

IC50 (hPGHS-1) = 73,2 µµµµM

IC50 (rPGHS-2) = 0,015 µµµµM
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EJ Barreiro et al., Bioorg.Med. Chem. Lett., 8, 183 ( 1998)

LASSBio-349



E. J. Barreiro E. J. Barreiro et al.et al., Selective PGHS, Selective PGHS--2 Inhibitors: A Rational Approach for 2 Inhibitors: A Rational Approach for 

Treatment of the Inflammation, Treatment of the Inflammation, Current Medicinal ChemistryCurrent Medicinal Chemistry 20022002, 9, 9, 849, 849

DIDI
5050

Max. Max. EffEff..

CELECOXIBCELECOXIB 87,7 µµµµmol/kg 35%

LASSBioLASSBio

715715

44,3

µµµµmol/kg
39%

LASSBioLASSBio

445445

54,6 

µµµµmol/kg

37%

CgIRPECgIRPE**

Patent: PI 9902960-0 (29/04/99)
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Novos protótipos antitrombóticos!

safrolsafrol

LASSBioLASSBio--451451
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““Novel, NonNovel, Non--toxic toxic ChronotropicChronotropic Stimulator of Cardiac Stimulator of Cardiac 

and Skeletal Muscleand Skeletal Muscle””

E. X. Albuquerque, E. X. Albuquerque, E. J. Barreiro, E. J. Barreiro, R. T. R. T. SudoSudo, ", "LASSBioLASSBio 294 A Novel Digitalis294 A Novel Digitalis--like Compound with Potential Antilike Compound with Potential Anti--fadiguefadigue

ActivityActivity", ", US Patent Office US Patent Office ProvisorialProvisorial NumberNumber 6060--525,352  (1999)525,352  (1999)

CC1313HH1010NN22OO33SS

SafrolSafrol
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Patente US 7.091.238 (ag/2006)
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BiBióóforoforo naturalnatural
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LASSBioLASSBio--294 294 

CardiotônicosCardiotônicos vasoativosvasoativosPatentPatent (USPTO) 7.091.238 (15/08/2006) (USPTO) 7.091.238 (15/08/2006) 
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Catalog Name: ChemDivChemDiv, Inc. , Inc. ProductProduct LibraryLibrary
Publication Date: 25 Apr 2003

Order Number: 2358-0022

Chemical Name: 1,3-Benzodioxole-5-carboxylic acid, (2-thienylmethylene)hydrazide

Registry Number:314021-07-3

Pricing: Quantity : milligram quantities, Price: contact supplier

Company Info: ChemDiv, Inc.

11575 Sorrento Valley Road

Suite 210 San Diego, CA, 92121USA
Phone:  +1-858-794-4860 Fax:    +1-858-794-4931

Email:  info@chemdiv.com Web:   http://www.chemdiv.com

Catalog Name: ScientificScientific Exchange Exchange ProductProduct ListList
Publication Date:18 Feb 2005

Order Number: X-026756

Chemical Name: 1,3-Benzodioxole-5-carboxylic acid, (2-thienylmethylene)hydrazide

Registry Number:314021-07-3

Pricing: Quantity : milligram quantities, Price: contact supplier

Company Info: Scientific Exchange, Inc.

105 Pine River Road P O Box 918 Center Ossipee, NH, 03814 USA
Phone:  (603) 539-7436 Fax:     (603) 539-7438

Email:   sales@htscompounds.com

Web:     http://www.htscompounds.com

Oferta do LASSBio-294 na Web
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�� agente agente inotrinotróópicopico, vasodilatador;, vasodilatador;

�� aumantaaumanta a atividade musculara atividade muscular

�� propriedades propriedades neuroprotetorasneuroprotetoras;;

�� antianti--agreganteagregante plaquetplaquetááriorio; ; 

��fraco analgfraco analgéésico;sico;

��Fraco antiFraco anti--inflamatinflamatóóriorio

Duarte, C. D.; Tributino, J. L. M.; Lacerda, D. I.; Martins, M. V.; Moreira, M. S. A.; Dutra, F.; Bechara, E. J. H.; 
Paula, F. S.; Goulart, M. O. F.; Ferreira, J.; Calixto, J. B.; Nunes, M. P.; Bertho, A. L.; Miranda, A. L. P.; 

Barreiro, E.J.; Fraga, C.A.M. (2007) Bioorg. Med. Chem. 15, 2421-2433
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ICIC5050 (COX(COX--1) = 72,2 1) = 72,2 µµMM

ICIC5050 (COX(COX--1) = 2,9 1) = 2,9 µµMM

ICIC5050 (COX(COX--1) = 63,0 1) = 63,0 µµMM

CelecoxibeCelecoxibe ICIC5050 (COX(COX--1) = 48,3 1) = 48,3 µµMM
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L. R. S. Dias, A. C. C. L. R. S. Dias, A. C. C. L. R. S. Dias, A. C. C. L. R. S. Dias, A. C. C. L. R. S. Dias, A. C. C. L. R. S. Dias, A. C. C. L. R. S. Dias, A. C. C. L. R. S. Dias, A. C. C. FreitasFreitasFreitasFreitasFreitasFreitasFreitasFreitas,  E. J. Barreiro, D. K. ,  E. J. Barreiro, D. K. ,  E. J. Barreiro, D. K. ,  E. J. Barreiro, D. K. ,  E. J. Barreiro, D. K. ,  E. J. Barreiro, D. K. ,  E. J. Barreiro, D. K. ,  E. J. Barreiro, D. K. GoinsGoinsGoinsGoinsGoinsGoinsGoinsGoins, D. , D. , D. , D. , D. , D. , D. , D. NanayakkaraNanayakkaraNanayakkaraNanayakkaraNanayakkaraNanayakkaraNanayakkaraNanayakkara, J. D. , J. D. , J. D. , J. D. , J. D. , J. D. , J. D. , J. D. McChesneyMcChesneyMcChesneyMcChesneyMcChesneyMcChesneyMcChesneyMcChesney,,,,,,,,

““““““““Synthesis and Biological Activity of New Potential Synthesis and Biological Activity of New Potential Synthesis and Biological Activity of New Potential Synthesis and Biological Activity of New Potential Synthesis and Biological Activity of New Potential Synthesis and Biological Activity of New Potential Synthesis and Biological Activity of New Potential Synthesis and Biological Activity of New Potential AntimalarialAntimalarialAntimalarialAntimalarialAntimalarialAntimalarialAntimalarialAntimalarial: 1: 1: 1: 1: 1: 1: 1: 1HHHHHHHH--------pyrazolo[3,4pyrazolo[3,4pyrazolo[3,4pyrazolo[3,4pyrazolo[3,4pyrazolo[3,4pyrazolo[3,4pyrazolo[3,4--------bbbbbbbb]pyridine ]pyridine ]pyridine ]pyridine ]pyridine ]pyridine ]pyridine ]pyridine 

derivativesderivativesderivativesderivativesderivativesderivativesderivativesderivatives””””””””, , , , , , , , BolletinoBolletinoBolletinoBolletinoBolletinoBolletinoBolletinoBolletino ChimicoChimicoChimicoChimicoChimicoChimicoChimicoChimico FarmaceuticoFarmaceuticoFarmaceuticoFarmaceuticoFarmaceuticoFarmaceuticoFarmaceuticoFarmaceutico, 139, 139, 139, 139, 139, 139, 139, 139, 14, 14, 14, 14, 14, 14, 14, 14--------20 (2000)20 (2000)20 (2000)20 (2000)20 (2000)20 (2000)20 (2000)20 (2000)
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Quim. Nova, 24, 683 (2001)

Bioorg. Med. Chem., 10, 3067 (2002)

Eur. Respir. J., 22, 20-27 (2003)

Internat.Immunopharmacol., 5, 485 (2005)
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www.portaldosfármacos.ccs.ufrj.br
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EJ Barreiro, Praia do Boqueirão, Saquarema, Rio de Janeiro, RJ,2008


