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ABSTRACT

The aim of this study is to do a review of the relationship of
celiac disease (CD) or gluten sensitivity (GS) with headache.The
authors conclude that there is a connection between
headaches and gluten intolerance.
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RESUMO

O objetivo do estudo foi fazer uma revisdo sobre a relagéo
da doenca celiaca (DC) ou sensibilidade ao gluten (GS) com
as cefaleias em geral. Os autores concluem que existe
associacdo entre cefaleia e infolerdncia ao gluten.
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INTRODUCAO

Celiac disease (CD) is an absence of intestinal
peptidase that digest gluten protein, whose intolerance
results in a fotal or subtotal atrophy of the proximal small
intestine causing malabsorption of nutrients. Gluten,
derived from the Latin gldten is the main ingredient for a
wide variety of pastas and breads, it is an amorphous
protein composed by mixing long protein chains of gliadin
and glutenin.

Interaction between genetic, immunological and
environmental factors account for the heterogeneity of the
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disease. It is associated with the genes of the main
histocompatibility complex (MHC) and, in particular, to
the HLA-DQ?2 or HLA-DQ8 allelic variants. The intestinal
lesion is mediated by humoral and cellular components
of the immune response. The existing treatment is a diet
free of prolaminas, especially gluten.

The diagnosis is established by the demonstration of
the histological characteristics of the duodenum changes."
In gluten sensitivity (GS), there are gastrointestinal and
extraintestinal symptoms, and the tests usually do not meet
histological alterations of the mucous membrane of the
small intestine and autoimmune antibodies [fissue
transglutaminase (fTG) and endomysial (EMA)]; However,
an increased level of anti-gliadinal antibodies (AGA) is
frequently observed. In GS, allergy to gluten is also absent.
The exact criteria for the diagnosis of this nosology is not
identified, but most researchers believe that the prevalence
of gluten intolerance is much higher than of celiac disease.
A gluten free diet leads to the disappearance of clinical
symptoms.

Population studies indicate that between 0.5% and
1% of the population of Western Europe and North
America, respectively, suffer from CD. This corresponds
to about three to six million people, and the largest part
of them remain undiagnosed.?

Most complaints related to CD or GS have no
familiarity in the case of headaches. None of the authors
say migraine headache, they just say headache. In other
words the headache, probably by homeostatic-metabolic
changes of the disease, might be migraine-like.
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The aim of this study is to do a review of the
relationship of celiac disease (CD) or gluten sensitivity (GS)
with headache.

METHODS

The method used was searching scientific literature.
We researched articles and bibliographic reference on
the internet. Bireme, MedLline, Scielo, Lilacs and PubMed
are websites that we used. The articles were requested
in their entirety through the College Library.
Bibliographic sources were cited by the Vancouver
guidelines.

RESULTS

In a German study of 72 patients (that were recruited
through advertisements in the Journal of the German
Celiac Society), 28% of them with CD reported
migraines. In most cases there was no decrease in the
frequency and intensity of migraine crises after the
introduction of gluten free diet."

In an ltalian study taken between 2003 and 2006,
there was a retrospective portion, which included patients
with diagnosed CD in Bari and Catania. All patients
(and their caregivers) received a questionnaire asking
how their headaches were before their diagnosis. Among
them, 88 (24.8%) with CD complained of headaches
before the diagnosis of CD versus 16 (8%) from the
control group. After introducing a gluten free diet, 77.3%
showed an improvement in headaches (27.3%
disappeared), and 23.9% did not improve. In almost
50% of children who did not improve, diet adherence
was poor.

In the prospective study, there were 67 children with
diagnosed headaches between 2002 and 2005. They
were followed by the Department of Pediatrics of Catania
and agreed fo perform a screening for CD between 2006-
2007. Only 4 of 79 children (5%) were positive TgA and
EmA, and the biopsies confirmed diagnosis of CD (injury
March [lIB). None complained of gastric symptoms
suggestive of CD, it was impossible to identify headaches
with some food or a meal. Therefore, the prevalence of
CD was high in these patients with headache, 5% versus
0.6% of the population in the same geographical areq,
featuring comorbidity.®

An Israeli study conducted between 1977 and 2001
included 111 patients with DC (with biopsy) and 211
controls. The patients were an average age of 20. In both
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groups the majority of patients were women (58% of the
patients versus 59% in the control group). 52.5% of
patients with mal absorption syndrome featured classic
CD. 51.4% of patients had neurologic manifestations
versus19% of the control group, the most common
neurological disorder being headache at 18%. There
was a predominance of female headaches (2.1: 1 F:M),
and 64.5% of patients with headaches started CD later
or were asymptomatic; therefore, 35.5% had classic CD
during childhood. And as for the headaches, 45% meet
criteria for migraine; 19.4% for tension-type headache;
and 35.5% had headaches that could not be specified.
In 16 patients (80%) the headaches disappeared or
improved with gluten free diet.”)

Pathogenesis of headache in DC and GS

Association between headache and CD may be due
to a long state of malnutrition, leading fo vitamin deficiency
and to lower levels of serotonin, a well-known cause of
headache. There is a hypothesis in which an autoimmune
process and immunoinflammatory disorder would induce
a vascular tonus disordered (CD and migraine) this was
supported by the study of positron emission tomography
(PET) Scans, demonstrating the presence of abnormalities
of cortical regional blood flow, improved after 6 months
of gluten free diet in adult patients with CD and migraine
with aura.®

Where headaches related to CD/GS would
enter in classification

These headaches would best be classified under item
10. Headaches attributed to homeostasis disorders, and
sub-item 10.7 Headaches attributed to other homeostasis
disorders.©¢”)

CONCLUSIONS

» There is a connection between headaches and
gluten intolerance;

» Headache related to CD/GS would be headache
attributed to homeostasis disorder;

» CD and GS appear to be triggering factor of
migraines and do not have a spurious association; and

» The highest percentage of headache in celiacs
relative to the control group in most studies indicates that
these entities are comorbidities.

103



MELHADO EM, CARDOSO AC, RIBEIRO SR, FRACHIA ML, CASTRO TF

REFERENCES

1. Burk K, Farecki ML, Lamprecht G, Roth G, Decker P Weller M, et
al. Neurological symptoms in patients with biopsy proven celiac
disease. Mov Disord. 2009;24(16):2358-6.

2. Tion JM, van Bergen J, Koning F. Celiac disease: how complicated
can it get? Immunogenetics. 2010 ;62(10):641-51.

3. Lionetti E, Francavilla R, Maiuri L, Ruggieri M, Spina M, Pavone P,
et al. Headache in pediatric patients with celiac disease and its
prevalence as a diagnostic clue. J Pediatr Gastroenterol Nutr.
2009;49(2):202-7.

4. Zelnik N, Pacht A, Obeid R, Lerner A. Range of neurologic disorders
in patients with celiac disease. Pediatrics. 2004;113(6):1672-6.

5. Lionetti E, Francavilla R, Maiuri L, Ruggieri M, Spina M, Pavone P,
Francavilla T, Magista AM, Pavone L. Headache in paediatric
patients with celiac disease and its prevalence as a diagnostic
clue. J Pediatr Gastroenterol Nutr. 2009,49(2):202-7.

6. Headache Classification Subcommittee of the International
Headache Society (IHS). The International Classification of
Headache Disorders (2nd ed). Cephalalgia. 2004;24(Suppl
1):1-160.

7. Headache Classification Committee of the International Headache
Society (IHS). The International Classification of Headache
Disorders, 3" edition (beta version). Cephalalgia. 2013; 33(9)
629-808.

Correspondéncia

Eliana Meire Melhado
neuroeliana@hotmail.com

Received: September 17, 2013
Accepted: December 2, 2013

104

Headache Medicine, v.4, n.4, p.102-104, Oct./Nov./Dec. 2013



