FARMACOGENETICA:
POLIMORFISMO do CYP2D6

CYP2D6 (debrisoquine/sparteina hidroxilase)

Substratos: > 65 farmacos usados rotineiramente
Antagonistas 3-adrenérgicos (metoprolol, propranolol)
Antiarritmicos (encainida,....)

Antidepressantes (paroxetina, fluoxetina,....)
Neurolépticos (haloperidal,....)
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Diferenca interétnica:
- Duplicacao génica
(1-2% Suecia vs
29% Etiépia (negros))

- Existéncia de alleles especificos
70 SNPs
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FREQUENCIA DE INDIVIDUOS COM MULTIPLICAGAO DE
COPIAS DO GEN CYP2D6
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Fig. 2. Frequency of individuals carrying alleles with multiple CYPZD6 gene copies indifferent parts
of the world. A particularly high frequency can be observed in the Ethiopian and Saudi Arabian
populations. The Muslim migration around 700 AD probably explains the high prevalence in the
Mediterranean area. Data from Refs 13, 74, 76, /8 and 79 and references therein.
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FARMACOGENETICA:
POLIMORFISMO do CYP2C19

CYP2C19 (S-mefitoina hidroxilase)

Substratos: 18 farmacos

Citalopram, Diazepam, Omeprazole, Propranolol

Diferenca interétnica: falta de 1 gen

Incidéncia de metabolizadores lentos:
Caucasianos: 3% <« Japoneses: 18-23%




FARMACOGENETICA - aplicacéo clinica:
Biochip genomico para diagnostico

ROCHE (junho 2003)

Microchips AmpliChip CYP450: CYP2D6 e CYP2C19

Tecnologia:
fragmentos DNA — hibridizacao — fluorescéncia -laser




FARMACOGENETICA:
POLIMORFISMO do CYP2C9

Substratos:
Warfarina, Fenitoina

Warfarina: Dose necessaria p/ alcancar INR pode variar
ate 120 X entre individuos < Polimorfismo genético

SNP: CYP2C9*2: 12% atividade vs CYP2C9*1 (wild

type)
CYP2C9*3: 5% atividade




FARMACOGENETICA:
POLIMORFISMO DA NAT2

Acetiladores lentos
50% USA (brancos)
60-70% Norte Europa
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