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Dear Editor,
We read with great interest the recent article of Arpino et al.
[1] on two children with stroke associated with methyl-
enetetrahydrofolate reductase (MTHFR) C677T and
A1298C polymorphism in perinatal period. The authors
reported two children presenting with presumed cerebral
stroke born from two monochorionic twin pregnancies in
which the other co-twin had died in utero associated to
maternal and fetal homozygosity for MTHFR C677T and
MTHFR A1298C, respectively.

Although the cerebral infarction is rare at childhood, the
disease is still devastating to those affected. On the other
hand, the etiology of cerebral infarction in about one third
of the patients cannot be determined [2, 3]. Of the
determined underlying causes, the polymorphisms at the
genes of the enzymes involved in homocysteine metabo-
lism may confer an increased risk for thrombosis by
causing hyperhomocysteinemia. Population-based studies
revealed that neither of the risk alleles (MTHFR C677T and
MTHFR A1298C) of the homocysteine metabolism-related
genes alone increased the risk for the occurrence of stroke
[2]. Same results were obtained at Italian patients, Dragoni

et al. [3] found that the prevalence of each polymorphisms
were not different in patients and controls. Grabowski et al.
[4] also underlined this controversy in stoke at perinatal
period. Kenet et al. [5] conducted a systematic search of
various electronic databases for studies published from
1970 to 2009 and found that hyperhomocysteinemia but not
MTHFR polymorphisms identifies individuals at increased
thrombotic risk. Both of the reported cases by Arpino et al.
[1] did not show hyperhomocysteinemia, considering that
the MTHFR polymorphisms do not have any effect on the
cerebral stroke. As a conclusion, we would like to
vigorously emphasize that MTHFR polymorphisms without
hyperhomocysteinemia do not have any importance on
cerebral stroke.
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