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Dear editor,
We would like to share ideas on “Polymorphism of the CYP2C9 and VKORC1 genes in patients on the 

public health system of a municipality in Southern Brazil.1” Tozato et al. studied polymorphisms of the 
CYP2C9 and VKORC1 genes, warfarin, and Time in Therapeutic Range (TTR) and concluded that “An 
association was observed between the polymorphisms and the warfarin doses taken by the patients. However, 
there was no association with adverse events or the time spent within the therapeutic range in this sample.1” 
The study drew conclusions that were not supported by its findings. It should only have concluded on the 
genetic epidemiology of polymorphisms. There are many confounding factors. An important consideration is 
the effect of other polymorphisms that are not assessed in the present study. Examples of these polymorphisms 
are CYP4F2 V433M, ABCB1, PROC, EPHX1, and SETD1A.2,3
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RESPONSE LETTER

Dear Editor,
We agree with the point made in this Letter to the Editor. As we mentioned in our article, some associations 

that have been identified in earlier publications were not detected in our study and we believe that this may 
be because the population analyzed in our study was insufficient for certain causal inferences. We also agree 
that the clinical response is the result of the activity of multiple genes, as stated in the Letter, but it was not 
possible to include all of these genes for financial reasons, so we chose those that have the greatest influence 
on warfarin efficacy according to the literature.

Christiane de Fátima Colet 
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