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Resumo

Trombofilia ¢ o termo utilizado para descrever um aumento
na predisposi¢do ao desenvolvimento de trombose venosa e,
ocasionalmente, trombose arterial. Pode ser classificada como
hereditaria quando se demonstra a presenga de uma anormalidade
genética que predispoe a oclusdo vascular. Geralmente, a interagdo
com outro componente, hereditario ou adquirido, ¢ necessaria para
desencadear o episodio trombdtico. As trombofilias hereditarias
sd0, na maior parte dos casos, decorrentes de alteragdes ligadas
aos inibidores fisiologicos da coagulacdo (antitrombina, proteina
C, proteina S e resisténcia a proteina C ativada) ou de mutagdes
em genes codificadores de fatores da coagulacdo (FV G1691A ou
Fator V Leiden e mutagdo G20210A da protrombina). A doenga
tromboembdlica vem sendo alvo de intensas pesquisas desde o
fim do século X VIII na tentativa de se determinar uma explicagio
para sua incidéncia e seu desenvolvimento. Pacientes que
apresentam um evento tromboembolico secundario a fibrilagdo
atrial, a doenca valvar ou a trombose venosa profunda sdo mantidos
preventivamente sob tratamento com anticoagulante oral. O
objetivo principal do presente estudo ¢ avaliar a existéncia de
trombofilia em pacientes com distirbios trombdticos, tratados
com anticoagulante oral por meio de testes bioquimicos e mole-
culares. Nesse sentido, foram investigadas a deficiéncia de
antitrombina 1, através de método cromogénico, ¢ a frequéncia
da mutagdo G20210A no gene da protrombina e da mutagdo
identificada como fator V Leiden por PCR-RFLP. Além destas
variantes genéticas, o método de PCR-RFLP foi utilizado para
verificar a distribuicdo do polimorfismo C677T no gene da
metileno-tetrahidrofolato redutase. A deficiéncia de antitrombina
I1T foi encontrada em 10% dos pacientes avaliados e pode ter tido
uma natureza adquirida. A mutagdo Leiden e a mutagdo G20210A

ocorreram em uma frequéncia de 2,9 e 2,2%, respectivamente. A
frequéncia genotipica do polimorfismo C677T foi de 51,1% para
o homozigoto CC, de 33,6% para o heterozigoto CT e de 15,3%
para o homozigoto TT. A frequéncia do alelo T foi de 32,1%. A
heranga genética de trombofilia ndo contribuiu para os distirbios
tromboticos que levaram os pacientes ao tratamento com anti-
coagulante oral.
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Abstract

The word thrombophilia is used to describe an increased
tendency to develop venous thrombosis and, occasionally, arterial
thrombosis. Thrombophilia is classified as hereditary when there is
a genetic abnormality that predisposes the individual to vascular
occlusion. Interaction with another component, whether hereditary
or acquired, is usually required to trigger a thrombotic episode.
Hereditary thrombophilia is, most of the time, due to alterations
related to physiological inhibitors of coagulation (antithrombin,
protein C, protein S and activated protein ¢ resistance) or to mutations
in the genes of coagulation factors (FV G1691A or Factor V Leiden
and prothrombin G20210A mutations). Thromboembolic disease
has been the subject of intense research since the end of the eighteenth
century in an attempt to establish a reason for its incidence and
development. Patients with thromboembolic events secondary to
atrial fibrillation, valvar disease or deep venous thrombosis are
preventively treated with oral anticoagulants. These individuals
may have hereditary thrombophilias, and the definition of diagnosis
plays an important role in family counseling and prevention. The
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Resumo de tese

main goal of this research was to evaluate the existence of
thrombophilia using molecular and biochemical tests in patients
with thrombotic disorders who are being treated with oral
anticoagulants. Thus, we investigated antithrombin III deficiency
using the chromogenic method and the frequencies of prothrombin
G20210A and factor V Leiden mutations by means of PCR-RFLP.
Additionally, PCR-RFLP was used to verify the distribution of the
C677T polymorphism of the methylenetetrahydrofolate reductase
gene. Antithrombin III deficiency was found in 10% of the patients
and may be an acquired disease. Factor V Leiden and G20210A
mutations had frequencies of 2.9% and 2.2%, respectively. The
genotypic frequency of the C677T polymorphism was 51.1% for
CC homozygotes, 33.6% for CT heterozygotes, and 15.3% for TT
homozygotes. The frequency of the T allele was 32.1%. Genetic
inheritance of thrombophilia did not contribute to the thrombotic
disorders that resulted in patients being treated with oral
anticoagulation therapy.

Key words: Thrombophilia; antithombin III; factor V
Leiden; MTHFR; G20210A prothrombin mutation.
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