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Unraveling the migraine origin: is it genetics

or environmental?

Desvendando a origem da enxaqueca: é genética ou ambiental?
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The search for the cause of migraine makes patients’ journey
another headache. When one migraine trigger is identified
as the only cause of patients’ headaches, its resolution is
self-managed easily, the dream becomes true, that is the
example of alcohol induced migraines or food related
headaches.'

In the neurologist’s clinical practice, this is rarely the case,
patients dream become a nightmare, and the explanation
model of the disease must be changed, for a disorder with
genetic predisposition influenced by multiple mechanisms,
environmental factors, hormonal, physical, mental, and most
likely, several of the possible mechanisms associated.?

How much migraine is genetic or environmental is a
matter of continuous and long debate in the literature.
Diick et al,> contributed to this battle when they sought to
compare Menonites descendants, an excellent model of
genetic isolation, versus controls in the general population
living in an urban region of Curitiba, Brazil. The study
meticulously collected data from both populations, docu-
menting migraine frequency, duration, intensity, triggers,
and associated symptoms.

No significant differences were found between groups,
but sleep, a more diffuse headache, and depressive symp-
toms in controls. In a world where science is increasingly
uncovering the complexity of human health, this study
reminds us that while genes provide the script, the environ-
ment directs the performance. Is nurture more significant
than nature? It is not the final word in the debate, neverthe-
less, the data presented in this study may be biased due to
some limitations.

Even though Menonites have been genetically isolated, they
may not be that different from controls, with their majority of
Caucasians. The sample size is small, prevalence rates cannot
precisely be ascertained. The population living in the urban
region may be more prone to factors independent of genetic
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predisposition or migraine genes may not be related to factors
this population is exposed to.

When evaluating the influence of predisposition in
migraine, one has to keep in mind migraine genetics is
complex, polygenic, with a genetic component, family histo-
ry, observed in 30-60% patients.* Genome-wide association
studies (GWAS) have been identifying migraine risk loci, a
recent analysis of three different imputation models showed
atotal of 62 putative novel migraine risk genes identifed at 32
independent genomic loci. This evidence suggests the mul-
tifactorial nature of migraine.

There is no reason to expect a winner in the battle of
genetics versus environment. To move further in the under-
standing of primary headaches, as an example of a complex,
multifactorial disorder, we should identify subgroups of
patients where a particular aspect is predominant, but
keeping the idea where many factors contribute equally.

Conflict of Interest
There is no conflict of interest to declare.

References
1 Messina R, Rocca MA, Goadsby PJ, Filippi M. Insights into migraine
attacks from neuroimaging. Lancet Neurol 2023;22(09):834-846
2 Pelzer N, de Boer I, van den Maagdenberg AMJM, Terwindt GM.
Neurological and psychiatric comorbidities of migraine: Con-
cepts and future perspectives. Cephalalgia 2023;43(06):
3331024231180564
Diick DL, Utiumi MAT, Boldt ABW, Piovesan EJ. Clinical character-
istics of headaches in an urban Mennonite group in South Brazil.
Arq Neuropsiquiatr 2023;81(09):795-802
Sutherland HG, Albury CL, Griffiths LR. Advances in genetics of
migraine. ] Headache Pain 2019;20(01):72
Ghaffar A, Nyholt DRInternational Headache Genetics Consor-
tium. Integrating eQTL and GWAS data characterises established
and identifies novel migraine risk loci. Hum Genet 2023;142(08):
1113-1137

w

N

w

© 2023. The Author(s).

This is an open access article published by Thieme under the terms of the
Creative Commons Attribution 4.0 International License, permitting copying
and reproduction so long as the original work is given appropriate credit
(https:/[creativecommons.org/licenses/by/4.0/).

Thieme Revinter Publicagbes Ltda., Rua do Matoso 170, Rio de
Janeiro, RJ, CEP 20270-135, Brazil


https://orcid.org/0000-0002-0068-1905
mailto:
mailto:
mailto:
mailto:
mailto:
https://doi.org/10.1055/s-0043-1774817
https://doi.org/10.1055/s-0043-1774817

