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Although MTHFR (C677T, A1298C) polymorphisms 
may cause mild or moderate hyperhomocysteinemia, not 
all subjects will develop this complication15. Furthermore, 
adequate folate intake prevents the unfavorable effects of 
these polymorphisms on homocysteinemia levels4. 

The incidence of varicose vein disease displays a 
trend parallel to the distribution of MTHFR C677T poly-
morphism worldwide. This suggests that MTHFR C677T 
polymorphism has a significant role in the development 
of varicose veins13. A few studies investigating the role of 
this polymorphism in the varicose vein formation have 
been conducted. Sverdlova et al7 detected a significant-
ly higher prevalence of MTHFR C677T polymorphism 
in patients with varicose veins compared with healthy 
controls. Fernández-Peralta and González-Aguilera16 
suggested that there may be an association between the 
pathogenesis of varicose disease and MTHFR polymor-
phism. Similarly, Rafetto et al12 suggested that there may 
be a link between the MTHFR C677T polymorphism 
and the pathogenesis of the varicose vein formation. In 
contrast, Kapısız et al4 and Shadrina et al9 reported that 
MTHFR C677T polymorphism has no contribution to the 
varicose vein formation. The different findings obtained 
from the various studies may be related to ethnic and geo-
graphic differences.

In our previous study, rates of homozygous and het-
erozygous MTHFR C677T polymorphism carriers were 
detected to be 8.8 % and 33.3 %, respectively, in the 

healthy Turkish population17. Angelopoulou et al18 report-
ed that the prevalence of homozygous and heterozygous 
MTHFR C677T polymorphisms were 17.8 % and 44.4 % 
in the healthy Greek Cypriot population, respectively. In 
the current study, homozygous and heterozygous MTH-
FR C677T carriers were found to be 13.3 % and 37.7 
%, respectively, suggesting patients with varicose veins 
and healthy subjects have a similar frequency of MTHFR 
C677T polymorphism.

The second important mutation of the MTHFR en-
zyme which causes the A1298C polymorphism is located 
in the C-terminal end of the enzyme and associated with 
a lesser activity of the enzyme16. Unlike homozygous 
MTHFR C677T carriers, homozygous MTHFR A1298C 
carriers are not associated with increased homocystein-
emia levels19. In our previous study, the rates of homozy-
gous and heterozygous MTHFR A1298C polymorphism 
carriers were detected to be 13.3 % and 33.3 % in the 
healthy Turkish population, respectively17. Sazci et al20 
reported that the prevalence of homozygous and hetero-
zygous MTHFR A1298C polymorphisms were 10 % and 
46.3 % in the healthy population, respectively. Similar-
ly, in the current study, homozygous and heterozygous 
MTHFR A1298C carriers were found to be 9.2 % and 
47.9 %, respectively.

Sazci et al20 found that the prevalence of compound 
MTHFR C677T/A1298C genotypes was 21.6 % in the 
healthy Turkish population. Similarly, the rate of C677T/

Table 2: Distribution of the polymorphisms detected in the 13 patients with superficial venous thrombosis.
Age / gender FVL PT G20210A MTHFR 677 MTHFR1298

44 F HOM WT HET WT
56 M HOM WT WT HET
70 M WT WT HOM WT
51 F WT HET HET WT
59 F HET HET HET HET
50 F WT WT HOM WT
50 F WT WT WT HET
67 F WT WT HOM WT
54 F HET WT WT WT
64 M WT WT HET HET
48 F HET WT WT HET
62 F HET HET WT HET
49 M WT WT HET HET

F: female, M: male, FVL: Factor V Leiden, PT 20210A: Prothrombin gene mutation, MTHFR: Methylenetetrahydrofolate reductase, HOM: 
mutant homozygous, HET: heterozygous, WT: wild type.

Table 1: Distribution of polymorphisms in the 98 patients (29 males and 69 females) with varicose veins that were included 
in the current study.

Polymorphism Male Female Total (%)
HOM MTHFR 677 4 (13.8 %) 9 (13 %) 13 (13.3 %)
HET MTHFR 677 7 (24.8 %) 30 (43.47 %) 37 (37.7 %)
HOM MTHFR 1298 5 (17.2 %) 4 (5.79 %) 9 (9.2 %)
HET MTHFR 1298 15 (51.7 %) 32 (46.37 %) 47 (47.9 %)
HET PT G20210A 0 (0 %) 4 (5.79 %) 4 (4.1 %)
HOM FVL 1 (3.4 %) 1 (1.45 %) 2 (2 %)
HET FVL 1 (3.4 %) 8 (11.59 %) 9 (9.2 %)
No Polymorphism 3 (10.3 %) 7 (10.14 %) 10 (10.2%)

HOM: mutant homozygous, HET: heterozygous, MTHFR: Methylenetetrahydrofolate reductase, PT 20210A: Prothrombin gene mutation, 
FVL: factor V Leiden.


