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RESUMO

A sintese de compostos pirimidinonicos tem ganho destaque devido a sua grande
relevancia bioldgica. Atividades antiviral, antitumoral, antiinflamatoria, anti-histaminica,
indutora de interferon, hipotensiva, entre outras sdo atribuidas ao nucleo pirimidinonico.
Diante dessas consideragdes, nosso interesse tem se voltado para a obtengdo de compostos
heterociclicos potencialmente ativos, resultantes da sintese e de modificagdes estruturais
nas posi¢cdes N-3 do anel aromatico, do grupo carbonila presente em C-4 e da fungdo nitrila
ligada ao carbono C-5 da 3,4-dihidro-2-fenila-6-para-fluor-fenila-4-oxo-pirimidina-5-
carbonitrila. S3o varias as vias sintéticas para a obteng¢do do anel piridinonico. Através da
metodologia desenvolvida por Mendonga Jr (2003), obtiveram-se 4 novas 4-(3H)-
pirimidinonas (60a-d). A estratégia de sintese consiste na condensacdo de benzilidenos
aromaticos derivados do ciano acetato de etila (intermediarios de Michael) com cloridratos
de arilamidinas, em presenca de quantidades cataliticas de base. A substancia 60a teve sua
reatividade avaliada frente a alguns reativos. A oxidagdo, com acido sulfurico fumegante,
da nitrila em C-5 forneceu uma pirimidinona contendo uma por¢ao amida (rendimento:
88%); sua posterior hidrolise 4cida forneceu um derivado 4cido carboxilico (rendimento:
43%). Além disto, a pirimidinona 60a foi submetida a reacdo de metilagao utilizando-se o
sulfato de dimetila, fornecendo o derivado metilado na posicdo N-3 (rendimento: 38%).
Tais compostos derivados do nucleo base pirimidinona mostraram possuir melhor
solubilidade que o composto prototipo, com excecao da amida, que demonstrou ser tao
pouco soluvel quanto a pirimidinona que lhe deu origem. Do composto protdtipo (60a) foi
determinada a DLsy) em camundongos, bem como, avaliada a atividade antiinflamatoria. A
DLs calculada foi de 329,43mg do composto 60a por quilo de peso do animal. A
substancia 60a teve sua atividade antiinflamatoria comparada a da indometacina, inibindo o

edema em até 82,76%.
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ABSTRACT

The synthesis of pyrimidinone compounds has gained importance due its biological
relevance. Antiviral, antitumor, anti-inflammatory, antiallergic, interferon inducer,
hypotensive activities, among others, are attributed to the pirimidinone nucleus. Based on
these considerations, our interest was the obtention of potentially actives heterocyclic
compounds, resultants of synthesis and structural modifications on the N-3 ring position,
carbonyl group linked to the C-4 and nitrile linked to the C-5 of the 3,4-dihydro-2-phenyl-
6-para-fluorophenyl-4-oxo-pyrimidine-5-carbonitrile. There are many synthetic ways in
order to achieve the pyrimidinonic ring. Based on the methodology described by Mendonga
Jr (2003), four new 4-(3H)-pyrimidinones were obtained (60a-d). The synthesis consists of
the condensation of benzilidines derived from ethyl cyano acetate (Michael’s intermediates)
to arylamidines chloridrates, under presence of a few drops of base. The compound 60a
had its reactivity evaluated towards some reactants. The oxidation of the nitrile present on
C-5 was carried out by using aqueous solution of sulfuric acid at 75% and gave a
pyrimidinone compound with an amide moiety (yield: 88%). The acidic hydrolysis of this
amide gave the carboxylic acid derivative (yield: 43%). In addition, the compound 60a was
submitted to a methylation reaction using dimethylsulfate as methylating agent, giving the
derivative methylated on N-3 (yield: 38%). The modified compounds showed better
solubility than their parent compound, in exception of the amide that showed to be as low
soluble as the prototype. The compound 60a had its LDs, determined in mice, as well as it
had its anti-inflammatory activity evaluated. The calculated LDs of the compound 60a was
in 329,43mg per kilogram of the animal weight. The anti-inflammatory activity of the
pyrimidinone 60a was compared to indomethacin and it was observed a maximum peak of

edema volume inhibition of 82,76%.





