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Dear Editor, 
 We read with great interest the article by Ilhan 
about descriptive data of patients with venous 
thromboembolism (VTE)1. The author evaluated 
the archive records of patients diagnosed with 
deep vein thrombosis (DVT) and pulmonary 
thromboembolism (PTE) excluding patients with 
splanchnic vein thrombosis. Fifty percent 
heterozygous factor V Leiden mutation, 4.5% 
homozygous factor V Leiden mutation, 5.8% 
prothrombin 20210GA mutation and 66.6% 
methylene tetrahydrofolate reductase (MTHFR) 
mutation were found as risk factors of inherited 
thrombophilia. The author was not used the data of 
protein C, S and antithrombin because these tests 
were applied during acute phase of thrombosis in 
this study. We would like to comment on this study. 
 The most common form of genetic 
hyperhomocysteinemia results from production of a 
thermolabile variant of MTHFR with reduced 
enzymatic activity (T mutation). The gene encoding 
for this variant contains a cytosine to thymine 
substitution at nucleotide 677 (677CT)2. The 
MTHFR 677CT gene is common in population. 
Sazci et al. calculated as 42.9% and 9.6% the 
population frequency of the MTHFR 677CT  

 
(heterozygosity) and 677TT (homozygosity) in 
Turkey, respectively3. 
 There is increasing evidence that 
hyperhomocysteinemia is a risk factor for VTE; but, 
most studies that have examined patients with the 
thermolabile variant of MTHFR have not found that 
this genotype increases the risk of VTE when 
found alone or combined with risk factors of 
thrombophilia4-7. It was collected DNA from 4375 
patients with a first DVT of the leg or PTE and from 
4856 control subjects in the Multiple Environmental 
and Genetic Assessment of risk factors for venous 
thrombosis (MEGA Study). The results of MEGA 
study showed that MTHFR 677CT polymorphism 
was not associated with the risk of venous 
thrombosis (odds ratio [95% confidence interval] 
0.99 [0.91-1.08] for the CT genotype and 0.94 
[0.81-1.08] for the TT genotype)4. The narrow 
confidence interval in this study excluded even a 
small effect relationship between MTHFR 677CT 
and the risk of VTE. 
 According to current literature, it recommends 
that the patients with a strong family history of VTE 
should undergo testing for the five major inherited 
defects of thrombophilia (factor V Leiden, 
prothrombin gene mutation, protein C, S and 
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antithrombin deficiency) and MTHFR 677CT 
polymorphism should not be used for 
thrombophilia screening8.  
 As a result, there is no rationale for measuring 
the MTHFR 677CT polymorphism for clinical 
purposes in patients with VTE. 
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