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Homocysteine and
cardiovascular risk

LETTER TO THE EDITOR

•

A.F.G. Cicero • G. Derosa
A. Gaddi
Sir,
As researchers in the fields of
metabolism, cardiovascular diseases
and epidemiology, we wish to comment on the interesting paper of
Ferraris et al. [1] that recently
appeared in the Journal of Headache
and Pain. We agree with the authors
that the prevalence of cardiovascular
disease risk factors in patients with
migraine is high and that research
into the etiopathogenetic similarities
of different social diseases is important. However, we wish to highlight
some doubts raised by Ferraris et
al.’s study:
• The number of patients studied
was a priori too small to detect a
significant difference in the distribution of homocysteine levels
that, in the normal population,
range widely [2].
• Given the small sample size, we
doubt that the data could have
been normally distributed to
justify the use of the t test. The
authors reported that patients
with migraine have significantly
lower plasma levels of folate
than controls (p=0.034); perhaps with a larger sample, this
study would have led to more
relevant differences in homocysteinemia [3].
• The study did not describe the
patients’ drug use or dietary
habits. Both drug intake [4] and
diet (especially alcohol consumption) greatly influence
homocysteinemia and the homocysteinemic responses to
methionine load [5].

•

•

We understand that authors are
not specialists in the field of cardiovascular disease risk factors.
Still, we find it a little bit excessive to cite as risk factors HDLcholesterol and apolipoprotein A
(they are clearly protective), as
well as folate and vitamin B12.
For the same reason, it is incorrect to state that reducing elevated plasma levels of homocysteine
does not result in a reduction in
cardiovascular risk [6].
Finally, we question if the ethics
committee of the authors’ institution approved the methionine
load experimentation in subjects
not known to be basically hyperhomocysteinemic.
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Reply from the author
Sir,
The paper “Homocysteine levels and cardiovascular disease in
migraine with aura” recently published by my colleagues and me [1]
in The Journal of Headache and
Pain was aimed to make only a
small contribution to the worldwide discussion on the factors,
including those regarding the cardiovascular system, that influence
migraine with aura (MA). I would
like to respond to Cicero and colleagues to explain the points that
were not fully comprehensible in
our article.
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The small number of patients in
the study was addressed in the
paper, as we are well aware that
the study cannot be considered to
be exhaustive in investigating this
problem. Cardiovascular risk is
one of the main problems in preventive medicine; obviously, in
order to provide medical doctors
as well as patients with clear indications regarding healthcare
choices, large population-based
studies are needed. Recently, a
number of large, well-conducted
epidemiological studies and metaanalyses have come to conflicting
conclusions regarding the pharmacological control of cardiovascular risk. In this light, our small
study provided additional information without challenging any
proven conclusion in the field of
migraine pathogenesis.
Alcohol consumption and diet of
the patients were recorded as part
of the general history. We did not
discuss these issues in the paper
because there were no significant
deviations from the normal Italian
diet.
Obviously, HDL and apolipoprotein A are protective factors, as are

•

folate and vitamin B12. Our discussion of these molecules was
intended as a global evaluation of
possible cardiovascular risk in
patients with MA, to outline a possible influence of MA on factors
routinely analyzed in the study of
cardiovascular risk. The factors we
studied were selected in order to
compare our study group with
those of other studies in the field
of migraine [2–4], while other cardiovascular factors nonetheless relevant to MA pathogenesis, such as
right-to-left shunt [5, 6], were not
analyzed.
Oral methionine load is a routine
procedure at our institution for
detecting patients with possible
cardiovascular risk. All patients
provide written informed consent
before entering the study.
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