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A enxaqueca é um distúrbio de cefaléia 
neurovascular hereditária comum, multifatorial, 

incapacitante e recorrente.

Complexo distúrbio neurológico que afeta 
múltiplas áreas corticais, subcorticais e do 

tronco cerebral que regulam as funções 
autonômica, afetiva, cognitiva e  sensorial

The Journal of Neuroscience, April 29, 2015  35(17):6619–6629 • 6619

Curr Neurol Neurosci Rep. 2017 Feb;17(2):17. A Clinical Approach to Addressing Diet with Migraine Patients

https://www.ncbi.nlm.nih.gov/pubmed/28229401


Critérios de diagnóstico IHS – indivíduos que tiveram pelo menos 2 episódios 
de enxaqueca com aura ou 5 episódios sem aura em 1 ano

Em média 15% da população entre 22- 55 anos. Maios prevalência em 
mulheres.

Ferrari, M. D., Klever, R. R., Terwindt, G. M., Ayata, C., & van den Maagdenberg, A. M. J. M. (2015). Migraine pathophysiology: lessons
from mouse models and human genetics. The Lancet Neurology, 14(1), 65–80. doi:10.1016/s1474-4422(14)70220-0

The Journal of Neuroscience, April 29, 2015  35(17):6619–6629 • 6619



DISFUNÇÃO DE NERVOS E VASOS SANGUÍNEOS

INCLUI VASODILATAÇÃO DAS ARTÉRIAS CEREBRAIS E 
MENINGEAIS 

LIBERAÇÃO DE CGRP PELO NERVO TRIGÊMEO

(PEPTÍDEO RELACIONADO AO GENE DA CALCITONINA)

Nutrição Clínica Funcional: Neurologia. Bettina Moritz, Luana Meller Manosso. 2013



Ferrari, M. D., Klever, R. R., Terwindt, G. M., Ayata, C., & van den Maagdenberg, A. M. J. M. (2015). Migraine pathophysiology: lessons
from mouse models and human genetics. The Lancet Neurology, 14(1), 65–80. doi:10.1016/s1474-4422(14)70220-0

SISTEMA 
TRIGEMINOVASCULAR

FIBRAS SENSORIAIS 
PRESENTES NOS VASOS 

SANGUÍNEOS CRANIANOS

PROJEÇÕES PARA O CÓRTEX, 
TÁLAMO , TRONCO CEREBRAL



A ENXAQUECA É CAUSADA 
PELA ATIVAÇÃO DO SISTEMA 

TRIGEMINAL 



N = 1207 pacientes com Enxaqueca diagnosticada avaliados

Kelman, L. (2007). The Triggers or Precipitants of the Acute Migraine Attack. Cephalalgia, 27(5), 394–402.

* Hormônios – apenas mulheres 

¨Management of triggers may be an 
important aspect of migraine 

management.¨



DISFUNÇÃO



Headache. 2006 Jun;46 Suppl 1:S3-8.

Calcitonin gene-related peptide (CGRP) and migraine.
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P
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https://www.ncbi.nlm.nih.gov/pubmed/16927957


CGRP

• NEUROPEPTÍDEO

• Activation of the trigeminal nerve causes 
CGRP to be released from perivascular nerve 
endings



DUAS CATEGORIAS DE DROGAS ESTÃO SENDO 
DESENVOLVIDAS: ANTAGONISTAS DE CGRP E 

ANTICORPOS MONOCLONAIS COM ALVO NO CGRP OU 
EM SEUS RECEPTORES.

J Headache Pain. 2017; 18(1): 96.

Blocking CGRP in migraine patients – a review of pros and cons

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5612904/


CGRP

VASODILAÇÃO DO CÉREBRO E 
VASOS SANGUÍNEOS  CEREBRAIS

LIBERAÇÃO DE MEDIADORES 
INFLAMATÓRIOS PELOS 

MASTÓCITOS 

TRANSMISSÃO DE INFORMAÇÃO 
NOCICEPTIVA A PARTIR DOS VASOS 

SANGUÍNEOS PARA O SNC

Headache . 2006 June ; 46(Suppl 1): S3–S8.



Front Neurol. 2019 Jan 24;10:10. Plasma Calcitonin Gene-Related Peptide: A Potential

Biomarker for Diagnosis and Therapeutic Responses in Pediatric Migraine.

Entre as crises    durante        sem crise    controle sem enxaqueca

n=57

n=31

n=30 n=22

https://www.ncbi.nlm.nih.gov/pubmed/30733702


Treatment for migraine can be divided into two 
broad categories: acute treatment for migraine 
attacks and prophylactic treatment to reduce 
the frequency of migraine attacks.

Magnesium as an Alternative or Adjunct to Opioids for Migraine and Chronic Pain: A Review of the Clinical Effectiveness and 
Guidelines [Internet]. : Canadian Agency for Drugs and Technologies in Health; 2017 

http://www.cadth.ca/


1. HIPEREXCITABILIDADE NEURONAL 

ATIVAÇÃO DOS NEURÔNIOS DO SISTEMA 
TRIGEMINAL  

EXCESSO DE GLUTAMATO



Subst Abuse Rehabil. 2011; 2: 11–20.
To use or not to use: an update on licit and illicit ketamine use

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3846302/


BMC Med. 2011; 9: 116. 10.1186/1741-7015-9-116
Published online 2011 Oct New directions in migraine

Entrada excessiva de Cálcio e liberação 
excessiva de glutamato

Perda funcional da bomba NA/K reduz recaptação de
glutamato no astrócito

Redução da ação de 
interneurônios inibitórios

Redução da inibição 
do receptor NMDA

Redução da captação de 
Glutamato pelo astrócito

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3217871/
https://dx.doi.org/10.1186/1741-7015-9-116


RECEPTORES DE GLUTAMATO ESTÃO 
PRESENTES NOS NEURÔNIOS DO SISTEMA 

TRIGEMINAL 

(2017). Glutamate receptor antagonists with the potential for migraine treatment. Expert Opinion on
Investigational Drugs, 26(12), 1321–1330.



Effective Prophylactic Treatments of Migraine Lower Plasma Glutamate Levels. Cephalalgia, 29(4), 423–429. 2009

topiramate 50 mg/ day, five patients; amitriptyline 20 
mg/day, seven patients; flunarizine 5 mg/day, seven 
patients; propranolol 80 mg/day, five patients

Plasma glutamate level monitoring in 
migraine patients might serve as a 

biomarker of response to treatments and 
as an objective measure of disease 

status. 



Neuropsychiatr Dis Treat. 2011; 7: 431–439.
A biological pathway linking inflammation and depression: activation of indoleamine 2,3-dioxygenase

B3

Feed Back -

INFLAMAÇÃO E STRESS 



Genome Med. 2011; 3(3): 17.

Towards an understanding of genetic predisposition to migraine

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3092102/


ASPARTAME 



ÁCIDO BENZÓICO 

ÁCIDO BENZÓICO / BENZOATO



GLICOSE ( SNC) --------------------- LACTATO 

LIBERAÇÃO DE GLUTAMATO NA 
FENDA SINÁPTICA  



Nutrients. 2018 Jun 6;10(6). 
The Role of Magnesium in Neurological Disorders.

It also functions in a protective role against excessive 
excitation that can lead to neuronal cell death (excitotoxicity)

MG ANTAGONIZA O 
GLUTAMATO NO 
RECEPTOR NMDA 

https://www.ncbi.nlm.nih.gov/pubmed/29882776


American Academy of Neurology and 
the American Headache Society

Magnesium was recommended for migraine 
prophylaxis (strong recommendation, low 
quality evidence )

Evidence-based guideline update: NSAIDs and other complementary treatments for episodic migraine prevention in adults: report of
the Quality Standards Subcommittee of the American Academy of Neurology and the American Headache Society. Neurology 
[Internet]. 2012 Apr 24



Canadian Headache Society guideline

Prophylaxis recommends 24 mmol (600 mg) of 
elemental magnesium daily as magnesium 
citrate to be used for migraine prophylaxis

Canadian Headache Society guideline for migraine prophylaxis. Can J Neurol Sci 2012; 39: S1–S59.



SUPLEMENTAÇÃO COM MAGNÉSIO : GRAU C DE 
EVIDÊNCIA ( POSSIVELMENTE EFICAZ) NA 
PROFILAXIA DA ENXAQUECA
SEGURO
BAIXO CUSTO

MAGNÉSIO CITRATO – 600 mg/dia



2. ALERGIA  ALIMENTAR E 
ENXAQUECA



mature close to epithelial, blood 
vessels, and nerves. 

Conti, P., D’Ovidio, C., Conti, C., Gallenga, C. E., Lauritano, D., Caraffa, A., Ronconi, G. (2018). Progression in migraine: role of mast cells and pro-
inflammatory and anti-inflammatory cytokines. European Journal of Pharmacology.



Conti, P., D’Ovidio, C., Conti, C., Gallenga, C. E., Lauritano, D., Caraffa, A., … Ronconi, G. (2018). Progression in migraine: role of mast cells and
pro-inflammatory and anti-inflammatory cytokines. European Journal of Pharmacology.



Cephalalgia. 2010 Jul; 30(7): 829–837.
Diet restriction in migraine, based on IgG against foods: A clinical double-blind, randomised, cross-over trial

Dieta usual +  diário da 
Enxaqueca ( freq, intens, 

duração) 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2899772/






GRUPO 1 

n=25
2 meses de Exclusão dos 
alimentos relatados como
gatilhos

Após 2 meses, dieta sem
restrições por mais 2 meses

GRUPO 2 

n=25
2 meses de Exclusão dos 
alimentos relatados como
gatilhos

Após 2 meses, restrições
mantidas por mais 2 meses

Identificação dos ¨alimentos gatilho¨
ANAMNESE



Noro Psikiyatr Ars. 2018 Sep; 55(3): 233–237.
Efficacy of Diet Restriction on Migraines

VAS: attack frequency, duration, and severity

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6138234/


IDENTIFICAR E RETIRAR OS ALIMENTOS GATILHO É 
UMA ESTRATÉGIA QUE PODE TRAZER RESULTADOS 
POSITIVOS 

INDIVIDUALIZAR/ ANAMNESE

NEM SEMPRE TEMOS EXAMES IgG/ IgE

Noro Psikiyatr Ars. 2018 Sep; 55(3): 233–237.
Efficacy of Diet Restriction on Migraines

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6138234/


Front Neurol. 2014 Nov 21;5:241. Migraine associated with gastrointestinal disorders: review of the 
literature and clinical

MAIOR RISCO DE ALERGIAS ALIMENTARES 

https://www.ncbi.nlm.nih.gov/pubmed/25484876


3. DISFUNÇÃO MITOCONDRIAL E 
ENXAQUECA



DISFUNÇÕES MITOCONDRIAIS 
AUMENTAM A EXCITABILIDADE 

NEURONAL, LEVANDO AO QUADRO DE 
ENXAQUECA

(2014). Riboflavin and migraine: the bridge over troubled mitochondria. Neurological Sciences, 35(S1), 141–144.



(2014). Riboflavin and migraine: the bridge over troubled mitochondria. Neurological Sciences, 35(S1), 141–144.



BMC Med. 2011; 9: 116. 10.1186/1741-7015-9-116
Published online 2011 Oct New directions in migraine

EXCESSO DE GLUTAMATO  - Entrada excessiva de Cálcio  -
EXCITABILIDADE NEURONAL 

Perda funcional da bomba NA/K reduz recaptação de
glutamato no astrócito ( baixo ATP)

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3217871/
https://dx.doi.org/10.1186/1741-7015-9-116


Therapeutic evidence: Several agents that have a 
positive effect on mt metabolism have shown to be 
effective in the treatment of migraines. The agents 
include riboflavin (B2), coenzyme Q10, magnesium, 

niacin, carnitine, topiramate, and lipoic acid

Semin Pediatr Neurol. 2013 Sep;20(3):188-93. doi: 
10.1016/j.spen.2013.09.002.
Mitochondrial dysfunction in migraine.

https://www.ncbi.nlm.nih.gov/pubmed/24331360


RIBOFLAVINA 







SOD 

NO 

LACTATO

Cr-P 

Creatinina

Ácido Urico



High‐dose riboflavin treatment is efficacious in migraine prophylaxis: an open study in a tertiary care centre. 2008

400 mg Riboflavina / dia
N=23 
frequency 2–8 attacks/month in the last 6 months prior to the study.
Sem grupo placebo
Intensidade das crises não apresentou mudanças

https://onlinelibrary.wiley.com/journal/14681331
https://onlinelibrary.wiley.com/journal/14681331


High-dose ( 400 mg)  riboflavin could thus 
be an effective, low-cost prophylactic 
treatment of migraine devoid of short-term 
side effects.

Schoenen J, Lenaerts M, Bastings E. High-dose riboflavin as a prophylactic treatment of migraine: results of an open pilot 
study. Cephalalgia. 1994;14:328‐329.

3 MESES 



400 mg

400 mg

400 mg

200 mg

400 mg
Ou
200 mg

J Clin Pharm Ther. 2017 Aug;42(4):394-403. 
Prophylaxis of migraine headaches with riboflavin: A systematic review.

https://www.ncbi.nlm.nih.gov/pubmed/28485121


J Clin Pharm Ther. 2017 Aug;42(4):394-403. 
Prophylaxis of migraine headaches with riboflavin: A systematic review.

50 mg

400 mg

400 mg

100 mg

https://www.ncbi.nlm.nih.gov/pubmed/28485121


J Clin Pharm Ther. 2017 Aug;42(4):394-403. 

Prophylaxis of migraine headaches with riboflavin: A systematic review.

https://www.ncbi.nlm.nih.gov/pubmed/28485121


Electron Physician. 2018 Feb; 10(2): 6279–6285.
Prophylactic effect of riboflavin on pediatric migraine: a randomized, double-blind, placebo-controlled trial

100 MG 200 MG

CRIANÇAS DE 5-13 anos com diagnóstico de Enxaqueca 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5878019/


COQ 10  



Front Physiol. 2018; 9: 44.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5807419/


(2018). Oral coenzyme Q10 supplementation in patients with migraine: Effects on clinical features and inflammatory
markers. Nutritional Neuroscience, 1–9. doi:10.1080/1028415x.2017.1421039

400 mg COQ 10 / dia 

PACIENTES COM ENXAQUECA APRESENTAM NÍVEIS SÉRICOS DE COQ 10 DIMINUÍDOS 



(2019). Effect of coenzyme Q10 supplementation on clinical features of migraine: a systematic review and dose–response meta-
analysis of randomized controlled trials. Nutritional Neuroscience, 1–8. doi:10.1080/1028415x.2019.1572940

The greatest impact of CoQ10 supplementation 
was on the frequency of attacks, indicating its 
potential use for migraine attacks which have 

frequent rather than in the case of long duration 
or severe attacks. 



L-CARNITINE



ATP 



L-carnitine

ANTIOXIDANTE 
RESPIRAÇÃO CELULAR.

M.A. Kabbouche, S.W. Powers, A.L.B. Vockell, S.L. LeCates, A.D. Hershey, Carnitine palmityltransferase II 
(CPT2) deficiency and migraine headache: two case reports, Headache 43 (5) (2003) 490–495.



30 mg/day Coenzyme Q10 and 500 mg/day L-
carnitine X placebo 

(2019). The effects of concurrent Coenzyme Q10, L-carnitine supplementation in migraine 
prophylaxis: A randomized, placebo-controlled, double-blind trial.



(2012). The Effects of Magnesium, l-Carnitine, and Concurrent Magnesium–l-Carnitine Supplementation 
in Migraine Prophylaxis. Biological Trace Element Research, 150(1-3), 42–48.

500 mg              500 mg                    500 mg + 500 mg 

Efeito sinérgico Mg + Carnitina



FITOTERÁPICOS NA ENXAQUECA 



PETASITES HYBRIDUS 



Putatively active chemical 
constituents of Petasites are the

sesquiterpenes petasin and 
isopetasin as well as volatile oils,

flavonoids and tannins



(2014). The TRPA1 channel in migraine mechanism and treatment. British Journal of Pharmacology, 

171(10), 2552–2567. doi:10.1111/bph.12512



EFEITOS ANTIINFLAMATÓRIOS ( REDUÇÃO 
DA ATIVIDADE DA LOX E DA COX-2)

Rajapakse, T., & Davenport, W. J. (2019). Phytomedicines in the Treatment of Migraine. CNS 
Drugs.doi:10.1007/s40263-018-0597-2



Holland, S., Silberstein, S. D., Freitag, F., Dodick, D. W., Argoff, C., & Ashman, E. (2012). Evidence-based guideline update: NSAIDs
and other complementary treatments for episodic migraine prevention in adults. Neurology, 78(17), 1346–1353. 

doi:10.1212/wnl.0b013e3182535d0c



Results: The frequency of migraine attacks decreased by a 
maximum of 60% compared to the baseline

the results suggest that migraine patients can benefit from 
prophylactic treatment with this special extract.

60 PACIENTES 

Grossman W, Schmidramsl H. An extract of Petasites hybridus is effective in the prophylaxis of 
migraine. Altern Med Rev 2001;6:303–310.

PLACEBO 

P. HYBRIDUS 25 mg 
2 x dia 
12 semanas 



Reduction in headache frequency

Mean percentage change in headache frequency by 
study month



SUBSTÂNCIAS COM ÓTIVAS EVIDÊNCIAS DE INDICAÇÃO NA 
PROFILAXIA DA ENXAQUECA .

DENTRE ELAS :

Petasites Hybridus, riboflavin, coenzyme Q10, and
magnesium citrate





Medicine (Baltimore). 2019 Jan; 98(3): e14099.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6370052/




NA PRÁTICA CLÍNICA 



• CONTROLE DA INFLAMAÇÃO 
• CG DA DIETA
• W3 / W6 / GS
• DISBIOSE
• FITOQUÍMICOS

• ANAMNESE DO PACIENTE / GATILHOS 
• CONTROLE DA HIPEREXCITABILIDADE NEURONAL ( Mg 

/ Zn), RETIRAR ASPARTAME 
• COENZIMAS MITOCONDRIAIS ( B2, COQ 10, L-

CARNITINA, B3)  E HIDRATAÇÃO ADEQUADA E 
MELHORA DE PERFUSÃO SANGUÍNEA 

• PETASYDES HIBRIDUS ( ANTIINFLAMATÓRIO / 
REDUÇÃO LIBERAÇÃO DE CGRP)

• EXAMES COMPLEMENTARES ( IgG / IgE)



www.revivanutricao.com.br
@danylodetti

@revivanutricao

http://www.revivanutricao.com.br/

