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“In the intermediate phase, swiftly developing complexity
within the system hides the risk of imminent chaos. But the
risk is there.” Michael Chrichton’s The Lost World
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RESUMO:

Um conjunto de evidéncias sugere que o sistema renina-angiotensina (SRA) estd
associado a modulagdo de vdrios processos envolvidos na génese da aterosclerose. No
presente estudo nds testamos a hipdtese de que variantes funcionais do SRA podem
influenciar a gravidade das lesdes vasculares corondrias em portadores de doenca arterial
corondria. Selecionamos prospectivamente 871 pacientes com suspeita de isquemia
cardiaca que seriam submetidos ao exame angiogrifico diagndstico pela primeira vez. Dois
escores relacionados a gravidade das lesdes vasculares corondrias foram desenvolvidos e
comparados com um escore existente ou escore de Gensini para testar a associacio entre
variantes genéticas funcionais do angiotensinogénio e da enzima conversora de
angiotensina (ECA) na doenca arterial coronaria (DAC). As variantes genéticas funcionais
do angiotensinogénio e da ECA ndo possuem associagdo com fatores de risco cldssico para
DAC nesta populagdo. Observamos uma relacdo dose dependente da variante T do
angiotensinogénio e os escores de lesdo vascular estudados.  Consistente com estes
achados, o genétipo TT, associado a maiores niveis circulantes de angiotensinogénio, eleva
de maneira significativa o risco de lesdes tri-arteriais na populacdo estudada. Considerando
o escore 2 e de Gensini, relacionado a extensdo das lesdes, a presenca do genétipo TT
aumentaram  significativamente o risco de um paciente estar no quarto quartil de
distribuicdo, (69 e 58% repectivamente). A inclusdo das variantes da ECA no modelo nio
modificou os resultados. Em conjunto, os dados apresentados sugerem que variantes

funcionais do angiogiotensinogénio estdo associadas com a gravidade das lesdes vasculares

na DAC e que ndo hd influéncia da variante genética funcional da ECA nestes resultados.



ABSTRACT:

A great body of evidence suggests a link between the renin angiotensin system
(RAS) and a variety of processes believed to play a role in the development of
atherosclerosis. In the present study, we tested the hypothesis that functional gene variants
of angiotensinogen and angiotensin converting enzyme (ACE) influence the degree of
vascular lesion in patients with coronary artery disease (CAD). 871 subjects were
prospectively selected from a sample of patients submitted for the first time to diagnostic
coronary angiographic study for the assessment of cardiac ischemia. Two scores were
arbitrarily developed and compared to an existent score or Gensini score to evaluate the
degree of vascular lesions and used to test the association between angiotensinogen and
ACE gene variants and the magnitude of coronary vascular lesions in patients with
coronary artery disease. The gene variants from angiotensinogen and ACE were not
associated with any of the classical risk factors for CAD in this population. There is a dose
dependent influence of the angiotensinogen T variant in both vascular lesion related scores
investigated. Consistent with these findings, the TT angiotensinogen genotype, which is
associated with higher circulating levels of the peptide, increases the risk of tri-vessel
disease in this population. Considering the score 2 and Gensini’s score, related to
extension of the vascular lesions, the TT genotype increases the risk of a patient to be in the
forth quartile of the distribution, (69 and 58% respectively). Interestingly, inclusion of the
ACE gene variants in the analysis does not influence the results. Taken together, these data

suggest that angiotensinogen gene variants are associated with the magnitude of indices



related to magnitude of vascular lesions, in contrast to the lack of association of ACE gene

variants, in the population of CAD patients studied.



