RESUMO

Este trabaho descreve a sintese de trés séries de compostos contendo o nucleo pirimidinico e
sua avdiacdo farmacoldgica Primero, foram dntetizados os compostos 4-amino-2,6- (diaril-
dissubitituidos)-5-carbonitrila- pirimidinicos  (5a-h), a patir de intermediérios arilamidinicos e
bisnitrilicos. Segundo, foram reduzidos os nitro-compostos (5k-0) as Suas respectivas aminas
4-amino- 2- (arilsubidtituidos)- 6- (p-amino)- 5-carbonitrila-pirimidinicos  (6a-e). A  condensacdo
das aminas com o anidrido ftdico levou a tercera s&ie de compostos 4-amino-2-(p-
arilsubidtituidos)- 5-ciano-6-{ 4- (N - ftaimidofenil)} - pirimidinicos (7a-€). As edtruturas
moleculares dos produtos foram confirmadas por métodos usuais de ressonancia magnética
nuclear de hidrogénios (RMN-H?'), espectrometria no infravermelho (IV), espectrometria de
massas (MS) e andise dementar. Os compostos (5a-h) apresentaram  propriedades
antiinflamatorias, com intensdade percentud variando de 4,9%, para 0 composto menos ativo
(5e), a 47,8% para 0 mais ativo. A relacéo Dose/Resposta destas drogas foi avaliada. Os dados
obtidos tornaram possivel a avdiacdo da Relacdo Quantitativa Estrutura-Atividede Bioldgica
(QSAR). Foi possivel a sintese de uma nova droga (5i) cuja dividade antiinflamatoria prevista
deveria ser maior. O modeo tedrico foi confirmado experimentalmente. Os compostos 5b e 5h
foram avdiados em testes de atividade antitumord in vivo usando como droga padréo de
comparacéo o lapachol. Os resultados mostram gue 0S Novos compostos S30 ativos  contra dois
tumores, o sarcoma 180 e o carcinoma de Erhlich. O composto 5b apresentou as melhores
inibicbes (77,47 e 91,21%). Ensaios de atividade citotoxica foram levados a cabo utilizando
céulas neoplaésicas (NCI-Hyg2 € HEP,) para avdiar a atividade in vitro dos compostos 7a-e e
5b. As drogas demongtraram baixa citotoxidez frente as cdulas HEP,, sendo todas inativas

contra as céulas NCI-Hag».



ABSTRACT

This work describes the synthess of three series of compounds with pirimidinic ring and its
pharmacologicd evduations. Firs, the synthess of compounds 4-amino-2,6-(diaryl-
dissubidtituted)-5- carbonitrile-pyrimidines  (5a-h) were achieved darting from arylamidine
and bisnitriles. Second, the nitro-compounds (5k-0) have been reduced to their respective
amines 4-amino- 2- (aril substituted)- 6- (p- amino)- 5-carbonitrile- pyrimidines (6a-e).
Condensgtion of amines with phthdic anhydride yielded the third series of compounds 4-
amino-2- (p-arylsubdtituted)- 5- cyano-6-{ 4- (N - phthdimidophenyl)} -pyrimidines  (7a-€). The
molecular dructures of these products were confirmed by usud methods, like proton
nucdear magnetic resonance (*H-NMR), infrared spectroscopy (IR), mass spectrometry
(MS and dementd andyses. The compounds (5a-h) presented anti-inflammatory
properties. The Dose/Response relationship of these drugs were made. The data obtained
made posshle the evauation of the Quantitative Structure-Activity Reaionships (QSAR).
It was possible to synthesizes a new drug (5i) which is predicted to possess higher anti-
inflammatory  activity. The theoreticd modd has been confirmed experimentaly.
Compounds 5b and 5h were evduated for antitumord activity in vivo usng lgpachol as the
gandard drug. The results show that the new compounds are active againgt two tumors,
sarcoma-180 and the Erhlich carcinoma. Compound 5b showed better inhibitions (77,47
and 91,21%). cytotoxica assays were carried out usng neoplasc cdls (NCI-Hayg, and
HEP,) to evduate in vitro the activity of compounds 7a-e and 5c. The drugs demonstrated
low cytotoxicity agangt the HEP, cdls. All the compounds were inactive over the NCI-
Hoo cdls.






