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Dear Editor,
We read the interesting article by Ambrosini, recently pub-

lished in Neurological Sciences [1], summarizing the main
recognized mechanism underlying pathophysiology of
migraine.

As the author stressed, every effort in the last decades,
aimed to unmask any consistent and permanent structural dis-
turbance of the brain of migraine sufferers, was in vain, except
for an interictal CNS dysfunction that normalizes ictally, iden-
tifiable as a lack of habituation to cortical repeated stimula-
tions [1]. Lack of habituation, even if recently the subject of
some criticism [2], has been indeed consistently reported and
considered as a main feature of the migrainous brain, at the
extent to be proposed as a diagnostic tool so far [1].

However, during the last years, we first provided evidence
[3, 4] highlighting a specific, i.e., analytic, style of processing
visual and auditory information in a large sample of migraineurs
[3]; then, we showed a clear link between this cognitive behav-
ior factor—per se—and lack of habituation through visually
evoked potentials [4]. It should be noted that analytic style of
processing visual stimuli has shown—per se—the following
cortical responsiveness features, similarly to migraine [4]:

– Reduced N1-P1 first block amplitude
– Potentiation instead of habituation to the successive block

of responses to visual inputs delivered [4].

Whatever the basis of such dysfunction could be, whether
depending upon a thalamocortical-dysrhythmia or following
to neuronal hyperexcitability [1], it should be noted that a
cognitive behavior, i.e., analytic style, strongly associated to
migraine [3], is—per se—also characterized by electrophysi-
ologic pattern, i.e., hyperresponsivity, very similar to that
found in migraine [4].

In the light of the above considerations, we believe that,
when including healthy controls in neurophysiological study
on migraine, we cannot disregard and should control for such
a cognitive behavioral variable, i.e., analytic information pro-
cessing style [3], to avoid potential biases in the interpretation
of the results.

Moreover, it should be noted that recent report by Lisicki
[5], firstly investigating visually evoked responses of migraine
patients using single trial analysis, showed anatomo-
functional correlates of visual hyperresponsivity (in terms of
gray matter volume), especially in the ventral visual attention
network. This cerebral network, indeed, has been previously
indicated as specialized for analytic (local) visual processing,
whereas synthetic (global) aspects of visual information are
considered to pertain to dorsal visual network activity [6].

In conclusion, we believe that the above reported cognitive
behavioral data, linked to neurophysiological evidence [1,
3–6], justify further research on this issue. As cognitive infor-
mation processing style can be effectively modulated by ap-
propriate cognitive behavioral training [4], a potential new
clinical therapeutic target can also be speculated.

Therefore, both migraine research and therapy might ad-
vantage from a multidisciplinary perspective electing the link
between this cognitive behavior factor, i.e., analytic style, mi-
graine disease, and the shared neurophysiologic patterns, as an
important piece of a yet unsolved puzzle, investigating the
meaning of this association from a cognitive behavioral, neu-
rophysiological, and epigenetic view.

This may help us to shed some more light on migraine
etiology that stands as a persisting enigma over the centuries.
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