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DESENVOLVIMENTO E INOVAGAO TECNOLOGICA EM MEDICAMENTOS (23001011047P1)
REAGCOES DE ACOPLAMENTO PALADIO-CATALISADAS EM FLAVONOIDES: SINTESE E ATIVIDADE ANTITUMORAL
INGRID TRAJANO DE LIMA RAMOS

TESE
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O trabalho descreve duas metodologias de reagdes de acoplamento paladio-catalisadas em flavonoides, utilizando dois
isdmeros como eletréfilos, a 6-iodo e a 8-iodo-3,7,3’,4’-tetrametoxi-quercetina. A primeira consiste em um acoplamento de
Heck assistida por micro-ondas, que permitiu a obtengdo de uma série de 10 compostos inéditos com rendimentos que
variaram de 35% a 67%. Os alcenos utilizados incluem: acrilato de n-butila, 2-metil-3-buten-2-ol, acrilonitrila, e estireno. A
segunda metodologia, acoplamento de Sonogashira, ainda em processo de otimizagao, ja proporcionou a obtencdo de 7
produtos inéditos com rendimentos que variaram de 18% a 50%. Os alcinos utilizados foram: 4-etinilanisol, fenilacetileno, 2-
metil-3-butin-2-ol e 1-etinil-4-fluor-benzeno. Todos os compostos foram caracterizados por espectroscopia de IV, RMN de 1H
ede 13C, e de espectrometria de massa para a confirmagdo das estruturas. Quanto a atividade bioldgica, foi iniciado o
estudo da agdo citotoxica dos derivados da 3,7,3’,4’-tetrametoxi-quercetina (7-9, 7a, 8a, 5a, 8b, 41a, 41b, 41e, 41j) em 5
linhagens de células tumorais (HCT- 116, MCF-7, NCI-H292, HT-29 e P815). Os compostos 7a, 8a, 9 e 41b apresentaram os
resultados mais promissores.

Flavonoides;acoplamento;Heck;Sonogashira

In this work, there were developed two methods by palladium-catalyzed cross-coupling reactions in flavonoids. It was used
two isomers, the 6- and 8-iodo-3,7,3’,4’-tetramethoxy-quercetin, as electrophile. First, a series of flavonoid derivatives were
synthesized by microwave-assisted Heck reaction. It was use n-butyl acrylate, 2- methyl-3-buten-2-ol, acrylonitrile and
styrene as alkenes, providing ten novel compounds with 35% to 67% yield. Second, it has been development the
methodology by Sonogashira reaction. This condition needs the improvements, but it already was obtained 7 novel products
with 18% to 50% yield. It was used 4-ethynylanisole, phenylacetylene, 2-methyl-3-butin-2-ol and 1-ethynyl-4-fluorobenzene
as alkynes. All these compounds were characterized by IR, 1H, 13C NMR spectroscopy and LCMS. The biological activity was
started. The derivatives (7-9, 7a, 8a, 5a, 8b, 41a, 41b, 41e, 41j) were submitted to cytotoxic screening against five tumor cell
lines (HCT-116, MCF-7, NCI-H292, HT-29 e P815). The compounds 7a,8a, 9 and 41b showed satisfactory results.
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