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Abstract
Each component of the novel phytotherapic combination of Tanacethum, Parthenium, Griffonia, simpliciofila, and 
Magnesium (AURASTOP®) acts on a different target among the main mechanisms involved in the pathophysiology of 
migraine and of the aura itself: sensitization of trigeminal vascular system, central sensitization and activation of the 
migraine generator located in the brainstem, through glutammate and kynurenine pathways and the cortical spreading 
depression.
Scope of the study is to evaluate the efficacy and safety of AURASTOP® nutraceutical combination in children and 
adolescents with primary headaches in the absence of other comorbidities.
To pursue the aim of this study, it has been used two validated questionnaires: Migraine Disability Assessment (MI-
DAS) and the six-item Headache Impact Test (HIT-6). Treatment with AURASTOP® has been conducted for 3 months, 
with two sachets day. Compliance of patients was monitored weekly by means of a weekly exchange of emails or phone 
calls to parents. 
Overall, 42 children overall, 25 female (59.52%) and 17 male (40.48%) were included in the study. The average age of 
children at the time of enrollment was 10.59 ± 3.18 years. Comparing pre-treatment (46.48 ± 8.35) and post-treatment 
(9.78 ± 18.16) data, a reduction in mean MIDAS scores was shown. Moreover, if we consider the shifts between the 
classes of MIDAS score, before and after the treatment, 1/42 patients (2.38%) had worsened, 9/42 patients (21.43%) 
did not improve 10/42 (23.91%) improved by 1 class, 12/10 patients (28.57%) improved by 2 classes, 10/42 (23.91%) 
improved by 3 classes. The improvement of disability related to the headache has proved statically significant (Fisher’s 
exact test). Similarly, the reduction of HIT-6 scores post-treatment (46.48 ± 8.35) in comparison with pre-treatment 
(62.55 ± 5.50) was statistically significant (P < 0.05).
The results of the present study support the efficacy and safety of the combination of Tanacetum Parthenium, 5-HTP 
and magnesium (AURASTOP®) in migraine prophylaxis and as symptomatic treatment in paediatric patients with 
headache. 
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Introduction

Headache is a common complaint among children that occurs in 
up to 75% of adolescents and 25% of young children; it is also 
the most common neurological disease observed in clinical prac-
tice[1,2]. The World Health Organisation (WHO) declared head-
ache in the top twenty disorders among all worldwide diseases 
causing ictal disability[3]. The International Headache Society 
classification system is distinguished into primary and second-
ary headache disorders[4].
	 In particular, migraine without aura and tension-type 
headache (TTH), both primary disorders, are the 2 most common 
types of headaches in children and adolescents. A migraine is a 
primary headache and has an important socioeconomic impact 
on children’s and parents’ quality of life and relationships[5]. The 
mean prevalence of (non-migraine) headaches is 54.4% (95% 
confidence interval [CI], 43.1–65.8) and the mean prevalence 
of migraine is 9.1% (95% CI, 7.1–11.1)[6]. For these reasons, the 
clinical approach to an infant with headache should be systemat-
ic and seek early recognition and management[7].
	 Migraine can be defined as a paroxysmal disorder with 
a natural fluctuation between a low and high frequency pattern. 
Its etiology is complex and includes modifiable and non-modi-
fiable risk factors. It is a chronic, painful syndrome with aspects 
such as psychiatric comorbidities, decreased quality of life, and 
environmental factors that can all influence the success of its 
treatment. A high and increasing attack frequency can lead to 
chronic migraine, which then becomes resistant to acute as well 
as prophylactic migraine medications. Chronic migraine is de-
fined as having more than 15 headache days in a month, with at 
least half of these showing migraine features for a period of at 
least 3 months[8].
	 Pharmacological treatment is the first choice for mi-
graine, but there are adverse effects and contraindications which 
limit the use of drugs in children. There is increasing evidence of 
the efficacy and tolerability of some complementary approach-
es such as nutraceuticals in the management of headache disor-
ders[9]. Nutraceuticals are complementary therapies that include 
dietary supplements in the form of vitamins and minerals. In the 
last few years, some nutraceutical preparations such as magne-
sium, CoQ10, vitamin D, melatonin, and others have been pro-
posed as potential treatment for headaches in childhood. Trip-
tans could be used more often as a first or a second choice for 
treating migraine attacks in adolescents[10]. The pathophysiology 
of migraine involves many different mechanisms including the 
modulation of central and peripheral pain structures and release 
of vasoactive peptides.
	 This study aims to evaluate the use and self-perceived 
efficacy and tolerability of three nutraceutical components - 
Tanacetum parteninum, Griffonia simpliciofila and magnesium 
– in children and adolescents with primary headaches without 
other comorbidities. The three components act upon the four 
main mechanisms involved in the patho-physiology of different 
types of headache: cortical spreading depression (CSD), sensi-
tization of the trigeminal vascular system, central sensitization 
and activation of the migraine generator at the brainstem’s level.
	 Tanacetum parteninum as a potential treatment in re-
ducing aura duration and complexity through parthenolide in-
hibition of nitroglycerin-induced neuronal activation in specific 

brain nuclei, like dorsal root ganglia[11,12];
	 Griffonia simpliciofila as a herbal supplement of 5-hy-
droxytryptophan (5-HTP); interestingly, 5-HTP could reduce 
N-methyl-D-Aspartate (NMDA) receptor aberrant activity in tri-
geminal vascular system, as well as in CSD developing, princi-
pally through the activity of its precursor (kynurenicacid) acting 
as an endogenous NMDA receptor antagonist[13];
	 Magnesium, the lack of which may promote CSD 
through several mechanisms involving serotonin receptors, ni-
tric oxide synthesis/release as well as NMDA receptors[14]. All 
these observations prompted the present study, aimed to test the 
synergistic effect of these three components (Tanacetum, parthe-
nium 75 mg, Griffonia simpliciofila 250 mg and Magnesium 100 
mg- AURASTOP®, Table 1) as symptomatic treatment of mi-
graine aura and related symptoms.
	 The treatment period was 3 months following a 4 week 
baseline period without prophylactic treatment. Patients were 
assessed before treatment and at the end of the 3-month-treat-
ment phase for days with migraine, migraine pain, burden of 
disease, and subjective evaluation of efficacy. Table 1

Table 1:  Average content of AURASTOP®

Average content
Griffonia Simpliciofila 250 mg

Tanacetum 75 mg
Magnesium 100 mg

Materials and Methods

Participants and recruitment
We enrolled 42 participants with the diagnosis of migraine with 
and without complying with the third edition of the Internation-
al Classification of Headache Disorders (ICHD-3). Before the 
preliminary examination, the parents of children filled in from 
the timetable to evaluate frequency of the headache episodes, 
severity and duration of each headache episode, and number of 
days that pain medications are used to treat the headache and 
possible triggers. During the interview, it has been investigated 
the family and scholastic framework, in particular the attention 
of the doctor was directed towards the specific moment when the 
symptom was developed.
	 As a result of the preliminary evaluation, which ensures 
the presence of inclusion criteria and the absence of exclusion 
criteria, 42 children aged 4 to 18 years of either sex have been 
enrolled and assessed with the aid of two questionnaires: Mi-
graine Disabilitity Assessment (MIDAS) and the six-item Head-
ache Impact Test (HIT-6).
	 The recruitment has been performed by paediatricians 
in Headache Clinic, Giovan Battista Grassi Hospital, Rome, Ita-
ly, from June 2016 to June 2018.
	 This study was conducted in accordance with the reg-
ulatory standards of Good Clinical Practice and the Declaration 
of Helsinki. 

Questionnaire design
To pursue the aim of this study, two validated questionnaires 
have been employed: MIDAS and HIT-6.
	 MIDAS is a short questionnaire conceived to measure 
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headache-related disability. It is a short, easy to use question-
naire with 7 items. The first 5 questions assess completely lost 
days and days with a reduced productivity of at least 50%, which 
add up to give the MIDAS total score. The frequency and inten-
sity of the headache over the past 3 months are assessed by the 
last 2 questions. The MIDAS grading system categorises(Table 
2) the total score into Class I to IV, from minimal or infrequent 
disability with a score of 0-5 (Class I) to severe disability with 
score 21 more (Class IV)[15].

Figure1: Classes of MIDAS score

	 HIT-6 was designed to provide a global measure of ad-
verse headache impact and was developed to use in the screen-
ing and monitoring of patients with headaches in both clinical 
practice and clinical research. The HIT-6 items measure the ad-
verse impact of headache on social functioning, role function-
ing, vitality, cognitive functioning, and psychological distress. 
The HIT-6 also measures this verity of headache pain. This val-
idated questionnaire consists of 6 questions, each question or 
item has the following response options: never (6 points), rare-
ly (8 points), sometimes (10 points), very often (11 points) and 
always (13 points). Headache impact on this scale range (Ta-
ble 3) from 36 (no headache) to 78 (very severe headache). All 
checked points are added for the analysis[16].

Figure 2: Classes of HIT-6 score

Study design
The study was carried out as a prospective trial. At baseline eval-
uation, all patients performed diagnostic tests and they began a 
run-in period without treatment to determinate the number and 
the intensity of attacks.
	 The inclusion criteria (Table 4) employed were: (a) 
aged between 3-17 years;(b) diagnosis of primary headache and/
or migraine (including migraine with or without aura; chronic 
headache; persistent headache); (c) headache/migraine present 
for at least three months; (d) atleast three migraine attacks per 
month in the last three months. The exclusion criteria have been: 

(a) patients with chronic pain of different nature; (b) secondary 
headache.

Table 2: Inclusion and exclusion criteria
Inclusion criteria           Exclusion criteria

p  aged between 3-17 years x patients with chronic pain 
of different nature

p   diagnosis of primary headache 
and/or migraine

x secondary headache

p   headache/migraine present for at 
least three months

p  at least three migraine attacks per 
month in the last three months

	
	 At the ground point, all the patients were subjected to 
the following tests: EEG (if in the family there was a story of 
epilepsy), eye fundus, blood tests, ORL examination, and neuro-
logical examination to rule out other causes of migraine.
	 Demographic data and medical history were investigat-
ed. In this period, one patient was excluded from the study be-
cause the EEG showed juvenile epilepsy, not before diagnosed.
	 During the recruitment visit, after reviewing the results 
of the exams, patients were asked to fill in a MIDAS question-
naire and an HIT-6 questionnaire.
	 Treatment with AURASTOP® has been conducted for 
3 months, with two sachets per day. Migraine parameters and 
intake of sachets of AURASTOP® were recorded daily in a diary 
by parents.
	 Compliance of patients was monitored weekly by 
means of exchange of e-mails or phone calls with parents.
	 At the follow-up visit at the end of the treatment, the 
patients were asked to complete again a MIDAS and an HIT-6 
questionnaire and to evaluate the tolerability and efficacy of the 
treatment.

 
Efficacy parameters
The primary efficacy endpoint was determined by the number of 
days with migraine in 3 months and the Numerical Rating Scale 
(NRS), in addition to MIDAS score, which measures the head-
ache-related disability. The secondary endpoint was determined 
by the HIT-6 score, which measures the impact of headaches 
on a patient’s life. Both questionnaires were filled in by the pa-
tients’ parents at the start of the treatment and at the end of the 
3-months treatment.
 
Statistical analysis
The statistical software (StataCorp. Stata Statistical Software. 
College Station, TX: StataCorp LLC) were used for the analysis 
of the collected data. Differences between categories were as-
sessed using the χ2 and Fisher’s exact tests. A statistical signifi-
cant difference was accepted at a P value < 0.05.

Results and Discussion

Study population
Overall, 42 children overall, 25 females (59.52%) and 17 males 
(40.48%), were included in the study. The average age of chil-
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dren at the time of enrollment was 10.59 ± 3.18 years.  The re-
sults of the questionnaire at baseline (t1) are compared to the 
results after the AURASTOP® treatment (t2).

Reduction of headache days
The active treatment was able to reduce the number of headache 
days in 3 months from 17.28 ± 14.62 days in the pretreatment 
phase to 4.5 ± 8.86 days after 3 months of treatment (Figure 
1). The reduction of headache days from pre- to post- treatment 
(t-test for paired data) is statically significant (P < 0.05)(Table 5).

Table 3: Evolution in the frequency of headache in 3 months with treat-
ment

Mean Standard deviation 95% interquantile range
Tot.~post 4.5 8.96 2.6-4.01
Tot.~pre 17.28 14.62 6.9-7.9

Difference -12.78 2.33 -4.87-(-3.41)

Numerical Rating Scale
The patients experienced reductions in the mean NRS (10 point 
scale)(Figure 2). This reduction was found statistically signif-
icant (P < 0.05) from the comparison of pretreatment (7.45 ± 
1.74) and post-treatment (3.3 ± 2.26) data(Table 6). 

Table 4: Evolution of NRS with treatment
Mean Standard deviation 95% interquantile range

Tot.~post 3.31 2.26 2.6-4.01
Tot.~pre 7.45 1.74 6.9-7.9
Difference -4.14 2.33 -4.87-(-3.41)

	

MIDAS-score
Comparing pretreatment (46.48 ± 8.35) and posttreatment 
(9.78 ± 18.16) data, a reduction in mean MIDAS scores was 
shown. Moreover, if we consider the shifts between the classes 
of MIDAS score, before and after the treatment, 1/42 patients 
(2.38%) had worsened, 9/42 patients (21.43%) did not improve 
10/42 (23.91%) improved by 1 class , 12/10 patients (28.57%) 
improved by 2 classes, 10/42 (23.91%) improved by 3 classes 
(Figure 3). The improvement of disability related to headache 
has proved statically significant (Fisher’s exact test)(Table 7). 

Figure 3: Pie chart of the percentage of patients for each class – MI-
DAS score, PRE-treatment

Figure 4: Pie chart of the percentage of patients for each class – MI-
DAS score, POST-treatment

Table 5: Frequency of variation of class – MIDAS score, POST-treat-
ment
Shift classes MIDAS No. of patients Percentage Cumulative

+3 10 23.8 23.8
+2 12 28.57 52.37
+1 10 23.8 76.17
0 9 21.43 97.62
-1 1 2.38 100

Table 6: Variation MIDAS score PRE treatment vs POST treatment
Mean Standard deviation 95% interquantile range

Tot.~post 9.78 18.16 4.12-15.4
Tot.~pre 46.48 8.35 43.87-49.08
Difference -36.69 15.01 -41.37-(-32.01)

	

HIT-6 Questionnaire (headache impact test)
The reduction of HIT-6 scores posttreatment (46.48 ± 8.35) in 
comparison with pretreatment (62.55 ± 5.50) was statistically 
significant (P < 0.05).

Table 7: Variation of HIT-6 score
Mean Standard deviation 95% interquantile range

Tot.~post 46.5 8.35 43.87-49.07
Tot.~pre 62.54 5.5 60.83-64.26
Difference -16.07 7.42 -18.38-(-13.75)

	
Safety
No significant adverse effects, nor worsening of the patients’ the 
clinical picture were recorded after the assumption of AURAS-
TOP®.
 
Discussion

Drugs like metoprolol, propranolol, flunarizine, valproic acid, or 
topiramate have been shown in clinical trials to be effective in 
reducing migraine symptoms when administered as prophylactic 
agents in episodic migraine[17,18]. All these drugs have potential 
side effects, sometime of severe nature. For this reason, many 
patients look for a natural preventive treatment of migraine.
	 In fact, some clinical trials have been performed with 
magnesium, riboflavin (vitamin B2), orubiquinone (ubichinon, 
coenzyme Q10) mostly as single agents. AURASTOP®, on the 
other end, innovates by employing a calibrated mix of natu-
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ral components acting on different mechanisms of pathogene-
sis[19-21].
	 The parents of children suffering from headache are led 
to use AURASTOP®, because they are unsatisfied with conven-
tional therapies and medications’ side effects, or a predilection to 
be proactive against the disability of their children.
	 A growing number of parents have recently approached 
nutraceuticals for headache treatment after trying conventional 
therapies, which often resulting ineffective or limited by side ef-
fects, presuming that natural substances such as vitamins, min-
erals, and herbal remedies are less toxic than prescription medi-
cations.
The combination used in this study is the same used in anoth-
er study conducted on adults from the Neurological Institute of 
Brescia, which registered comparable results. The study noted a 
significant reduction (50%) in the period of aura and the disabil-
ity of headache, with the number of attacks, the period, the inten-
sity, and the use of painkillers all influenced by the adoption of 
AURASTOP®[22]. Moreover, the frequency and intensity (as well 
as the need of symptomatic treatment for migraine) were also 
significantly modulated by AURASTOP® utilization.
	 Altogether, these findings pointed toward a potential 
effect of this combined supplement on the probable neurobio-
logical underpinning of aura, namely, CSD. An early switching 
of CSD could modulate aura symptoms and even subsequent mi-
graine[23,24].
	 Interestingly, all the components included in AURAS-
TOP® demonstrated a selective action onmigraine aura develop-
ment. For Tanacetum parthenium (and its derivate Parthenolide) 
the inhibition of nitric oxide synthesis, NF-kB activation, and 
proinflammatory cytokine synthesis represented key mecha-
nisms[25]. Moreover, Tanacetum parthenium seems to act as a 
partial agonist of the transient receptor potential ankyrin 1 chan-
nel (TRPA1), causing its desensitization and defunctionalization, 
with a consequent inhibition of calcitonin gene-related peptide 
(CGRP) release in trigeminovascularsystem actually considered 
as a key mechanism in the genesis of migraine[26,27]. From this 
point of view, Pathenolide could exert its antimigraine effect to-
ward a TPRA1-mediated reduction of neurogenic vasodilatation 
in the trigeminovascular system. As a further step, 5-HTP (from 
Griffoniasimpliciofila supplement) entered the kynurenine path-
way as a kinurenic acid that was able to act as anendogenous 
NMDA receptor antagonist, blocking glutamatergic activity. In 
migraine patients, kynurenine pathway perturbation was related 
to an aberrant unidirectional metabolization of kinurenic acid 
into antralic acid (promoting itself free radical production), with 
a consequent loss of the inhibitory action on glutamatergic acid 
and its excitatory activity. Thus, low plasmatic levels of kin-
urenic acid could be considered as an effective proxy of NMDA 
receptor activity[28]. Finally, magnesium deficiency has been re-
lated to CSD, as well as to free radical formation and NMDA 
modulation of glutamatergic activity[29-31]. However, several lim-
itations should be accounted with regard to the present study. In 
particular, as a retrospective study, no blinded control group has 
been included, and a placebo effect cannot be completely ruled 
out, also considering the oral assumption of AURASTOP®, and 
its potential effect on aura duration. In conclusion, the combined 
and synergistic effect of Tanacetum parteninum, Griffonia, sim-
pliciofila, and Magnesium (AURASTOP®) highlights the idea 

that migraine aura would deserve treatment: the earlier the CSD 
interruption, the greater the gain of aura and related symptoms 
(migraine as well as long-lasting discomfort). Further blinded, 
placebo-controlled studies on larger groups are warranted to 
confirm the efficacy of the combined utilization of Tanacetum 
parteninum, Griffonia simpliciofila, and magnesium in migraine 
aura and related symptoms.

Conclusion

All these observations are aimed at testing the synergistic effect 
of AURASTOP® as a symptomatic treatment of migraine aura 
and related symptoms in childhood as well as the prophylaxis of 
headache attacks, as already were done in adults. The prelimi-
nary results of the study, which is still ongoing, are encouraging 
and Tanacetum, Parthenium, magnesium and 5-HTP, with their 
joint action, would seem to have an important role in reducing 
the pain intensity and the frequency of headaches. AURASTOP® 
can be used both as a prophylactic treatment at the dose of 1 tea-
spoon 2 times per day for 2-3 months, resulting in a significant 
reduction of headache frequency (the treatment can be repeated 
after a few months in case of need), and as an acute therapy 
when an attack occurs, in children above 4 years of age, at a 
dose of 1 pouch.

Authors’ contributions
All authors were involved in the study design, interpretation of 
the results. All authors also confirm accountability for the accu-
racy and integrity of the work. All authors read and approved the 
final manuscript.
PF, FDR: Principal investigator. Study conception and design, 
analysing data and drafting the article.
FDR, ARB: Study conception. Designing and reviewing the ar-
ticle.
FDR, PF: Designing and reviewing the article.
TP, AI: Statistical analysis of the data and reviewing the article.
FDR, LT: Data acquisition and reviewing the article.
FDR: Study conception. Designing and drafting the article.
 
Compliance with Ethical Statements

Conflict of interest: All authors declare that they have no con-
flict of interest.

Funding Statement: There is no funding source.

Ethical approval: This article does not contain any studies with 
human participants or animals performed by any of the authors.

References

1.	 Bille, B.S. Migraine in school children. A study of the 
incidence and short-term prognosis, and a clinical, 
psychological and electroencephalographic comparison 
between children with migraine and matched controls. 
(1962) Acta Paediatr Suppl 136:1-151.
PubMed│CrossRef│Others

2.	 Kacperski, J., Kabbouche, M.A., O’Brien, H.L., et al. 
The optimal management of headaches in children and 

https://pubmed.ncbi.nlm.nih.gov/13869189/


page no: 22

Citation: Ferrara, P., et al. Tanacetum, Parthenium, Griffonia Simplicifolia and Magnesium as Symptomatic and Prophylactic Treatment for Head-
ache in Paediatric Patients. (2020) Int J Neurol Brain Dis 7(1): 17-23.

www.ommegaonline.org Vol: 7  Issue: 1

adolescents. (2016) Ther Adv Neurol Disord 9(1): 53-68.
PubMed│CrossRef│Others

3.	 Vos, T., Flaxman, A.D., Naghavi, M., et al. Years lived with 
disability (YLDs) for 1160 sequelae of 289 diseases and 
injuries 1990-2010: a systematic analysis for the Global 
Burden of Disease Study. (2012) Lancet 380(9859): 2163-
2196.
PubMed│CrossRef│Others

4.	 Ozge, A., Termine, C., Antonaci, F., et al. Overview of 
diagnosis and management of paediatric headache. Part I: 
diagnosis. (2011) J Headache Pain 12: 13-23.
PubMed│CrossRef│Others

5.	 Martelletti, P., Katsarava, Z., Lampl, C., et al. 
Refractorychronic migraine: a consensus statement on 
clinical definition from the European HeadacheFederation. 
(2014) J Headache Pain 15(1): 47.
PubMed│CrossRef│Others

6.	 Wöber-Bingöl, C. Epidemiology of migraine and headache 
in children and adolescents. (2013) Curr Pain Headache 
Rep 17(6): 341.
PubMed│CrossRef│Others

7.	 Stang, P.E., Osterhaus, J.T. Impact of migraine in the United 
States: data from the National Health Interview Survey. 
(1993) Headache 33: 29-35.
PubMed│CrossRef│Others

8.	 Özge, A., Yalin, O.Ö. Chronic migraine in children and 
adolescents. (2016) Curr Pain Headache Rep 20:14
PubMed│CrossRef│Others

9.	 Diener, H.C., Danesch, U. Wirksamkeit chemischer, 
pflanzlicher und diätetischer Migräneprophylaktika. (2009) 
MMW Fortschr Med 151:42–45.
PubMed│CrossRef│Others

10.	 Gaul, C., Eismann, R., Schmidt, T., et al. Use of 
complementary and alternative medicine in patients 
suffering from primaryheadache disorders. (2009) 
Cephalalgia 29(10):1069–1078.
PubMed│CrossRef│Others

11.	 Diener, H.C., Pfaffenrath, V., Schnitker, J., et al. Efficacy 
and Safety of 6.25 mg t.i.d. Feverfew CO2-Extract (MIG-
99) in Migraine Prevention—A Randomized, Double-Blind, 
Multicentre, Placebo-Controlled Study. (2005) Cephalalgia 
25(11): 1031-1041.
PubMed│CrossRef│Others

12.	 Tassorelli, C., Greco, R., Morazzoni, P., et al. Parthenolide 
is the Component of Tanacetum parthenium That Inhibits 
Nitroglycerin- Induced Fos Activation: Studies in an Animal 
Model of Migraine. (2005) Cephalalgia 25(8): 612-621.
PubMed│CrossRef│Others

13.	 Chauvel, V., Vamos, E., Pardutz, A., et al. Effect of Systemic 
Kynurenine on Cortical Spreading Depression and Its 
Modulation by Sex Hormones in Rat. (2012) Exp Neurol 
236(2): 207-214.
PubMed│CrossRef│Others

14.	 Sun-Edelstein, C., Mauskop, A. Role of Magnesium in the 
Pathogenesis and Treatment of Migraine. (2009) Expert 
Rev Neurother 9(3): 369-379.
PubMed│CrossRef│Others

15.	 Stewart, W.F., Lipton, R.B., Kolodner, K. Migraine 
disability assessment (MIDAS) score:relation to headache 

frequency, pain intensity, and headache symptoms. (2003) 
Headache 43(3): 258-265.
PubMed│CrossRef│Others

16.	 Ware Jr, J.E., Bjorner, J.B., Kosinski, M. Practical 
implications of item response theory and computerized 
adaptive testing: a brief summary of ongoing studies of 
widely used headache impact scales. (2000) Med Care 38(9 
Suppl): II73-82.
PubMed│CrossRef│Others

17.	 Diener, H.C., Hartung, E., Chrubasik, J., et al. A comparative 
study of oral acetyl salicyclic acid and metoprolol for 
the prophylactic treatment of migraine. A randomized, 
controlled, double-blind, parallel group phase III study. 
(2001) Cephalalgia 21(2):120–128.
PubMed│CrossRef│Others

18.	 Linde, M., Mulleners, W.M., Chronicle, E.P., et al. 
Topiramate for the prophylaxis of episodic migraine in 
adults. (2013) Cochrane Database Syst Rev 6: CD010610.
PubMed│CrossRef│Others

19.	 Peikert, A., Wilimzig, C., Kohne-Volland, R. Prophylaxis of 
migraine with oral magnesium:results from a prospective, 
multi-center, placebo-controlled and double-blind 
randomized study. (1996) Cephalalgia 16(4): 257–263.
PubMed│CrossRef│Others

20.	 Schoenen, J., Lenaerts, M., Bastings, E. High-dose 
riboflavin as a prophylactic treatment ofmigraine: results of 
an open pilot study. (1994) Cephalalgia 14(5): 328–329. 
PubMed│CrossRef│Others

21.	 Rozen, T.D., Oshinsky, M.L., Gebeline, C.A., et al. Open 
label trial of coenzyme Q10 as a migraine preventive. 
(2002) Cephalalgia 22:137–141.
PubMed│CrossRef│Others

22.	 Zavarise, P., Dalla Volta, G. A Combination of Tanacetum 
parthenium, Griffoniasimplicifolia and Magnesium 
(Aurastop®) as Symptomatic Acute Treatment for Migraine 
Aura: A Retrospective Cohort Study. (2017)
PubMed│CrossRef│Others

23.	 Hansen, J.M., Baca, Vanvalkenburgh, P and Charles, A. 
Distinctive Anatomical and Physiological Features of 
Migraine Aura Revealed by 18 Years of Recording. (2013) 
Brain 136(Pt 12): 3589-3595.
PubMed│CrossRef│Others

24.	 Lampl, C., Katsarava, Z., Diener, H.C., et al. Lamotrigine 
Reduces Migraine Aura and Migraine Attacks in Patients 
with Migraine with Aura. (2005) J Neurol Neurosurg 
Psychiatry 76(12): 1730-1732.
PubMed│CrossRef│Others

25.	 Sahler, J., Bernard, J.J., Spinelli, S.L., et al. The Feverfew 
Plant-Derived Compound, Parthenolide Enhances Platelet 
Production and Attenuates Platelet Activation through NF-
κB Inhibition. (2011) Thrombosis Research 127: 426-434.
PubMed│CrossRef│Others

26.	 Materazzi, S., Benemei, S., Fusi, C., et al. Parthenolide 
inhibits nociception and neurogenic vasodilatation in the 
trigemino vascular system by targeting the TRPA1 channel. 
(2013) Pain 154(12): 2750-2758.
PubMed│CrossRef│Others

27.	 Ho, T.W., Ferrari, M.D., Dodick, D.W., et al. Efficacy 
and Tolerability of MK-0974 (Telcagepant), a New Oral 

https://www.ommegaonline.org
https://pubmed.ncbi.nlm.nih.gov/26788131/
https://doi.org/10.1177/1756285615616586
https://pubmed.ncbi.nlm.nih.gov/23245607/
https://doi.org/10.1016/s0140-6736(12)61729-2
http://www.healthdata.org/research-article/years-lived-disability-ylds-1160-sequelae-289-diseases-and-injuries-1990–2010
https://link.springer.com/article/10.1007%252Fs10194-011-0297-5
https://pubmed.ncbi.nlm.nih.gov/25169882/
https://doi.org/10.1186/1129-2377-15-47
https://thejournalofheadacheandpain.biomedcentral.com/articles/10.1186/1129-2377-15-47
https://pubmed.ncbi.nlm.nih.gov/23700075/
https://doi.org/10.1007/s11916-013-0341-z
https://link.springer.com/article/10.1007%2Fs11916-013-0341-z
https://headachejournal.onlinelibrary.wiley.com/doi/pdf/10.1111/j.1526-4610.1993.hed3301029.x
https://pubmed.ncbi.nlm.nih.gov/26875191/
https://doi.org/10.1007/s11916-016-0538-z
https://studylibde.com/doc/8986052/wirksamkeit-chemischer--pflanzlicher-und-diätetischer
https://pubmed.ncbi.nlm.nih.gov/19366356/
https://doi.org/10.1111/j.1468-2982.2009.01841.x
https://journals.sagepub.com/doi/abs/10.1111/j.1468-2982.2009.01841.x?journalCode=cepa
https://pubmed.ncbi.nlm.nih.gov/16232154/
https://doi.org/10.1111/j.1468-2982.2005.00950.x
https://journals.sagepub.com/doi/10.1111/j.1468-2982.2005.00950.x
https://pubmed.ncbi.nlm.nih.gov/16033387/
https://doi.org/10.1111/j.1468-2982.2005.00915.x
https://journals.sagepub.com/doi/10.1111/j.1468-2982.2005.00915.x
https://pubmed.ncbi.nlm.nih.gov/22587906/
https://doi.org/10.1016/j.expneurol.2012.05.002
https://www.sciencedirect.com/science/article/abs/pii/S0014488612002002
https://pubmed.ncbi.nlm.nih.gov/19271946/
https://doi.org/10.1586/14737175.9.3.369
https://pubmed.ncbi.nlm.nih.gov/12603645/
https://doi.org/10.1046/j.1526-4610.2003.03050.x
https://headachejournal.onlinelibrary.wiley.com/doi/abs/10.1046/j.1526-4610.2003.03050.x
https://pubmed.ncbi.nlm.nih.gov/10982092/
https://www.jstor.org/stable/3768065
https://pubmed.ncbi.nlm.nih.gov/11422094/
https://doi.org/10.1046/j.1468-2982.2001.00168.x
https://journals.sagepub.com/doi/abs/10.1046/j.1468-2982.2001.00168.x
https://pubmed.ncbi.nlm.nih.gov/23797676/
https://doi.org/10.1002/14651858.cd010610
https://www.aafp.org/afp/2014/0701/p24.html
https://pubmed.ncbi.nlm.nih.gov/8792038/
https://doi.org/10.1046/j.1468-2982.1996.1604257.x
https://journals.sagepub.com/doi/10.1046/j.1468-2982.1996.1604257.x
https://pubmed.ncbi.nlm.nih.gov/7828189/
https://doi.org/10.1046/j.1468-2982.1994.1405328.x
https://journals.sagepub.com/doi/10.1046/j.1468-2982.1994.1405328.x
https://pubmed.ncbi.nlm.nih.gov/11972582/
https://doi.org/10.1046/j.1468-2982.2002.00335.x
https://journals.sagepub.com/doi/abs/10.1046/j.1468-2982.2002.00335.x
https://doi.org/10.4236/oalib.1103660
https://m.scirp.org/papers/76763
https://pubmed.ncbi.nlm.nih.gov/24264937/
https://doi.org/10.1093/brain/awt309
https://europepmc.org/article/med/24264937
https://pubmed.ncbi.nlm.nih.gov/16291905/
https://doi.org/10.1136/jnnp.2005.063750
https://jnnp.bmj.com/content/jnnp/76/12/1730.full.pdf
https://pubmed.ncbi.nlm.nih.gov/21272923/
https://doi.org/10.1016/j.thromres.2010.12.013
https://www.researchgate.net/publication/49790690_The_Feverfew_plant-derived_compound_parthenolide_enhances_platelet_production_and_attenuates_platelet_activation_through_NF-B_inhibition
https://pubmed.ncbi.nlm.nih.gov/23933184/
https://doi.org/10.1016/j.pain.2013.08.002
https://www.sciencedirect.com/science/article/abs/pii/S0304395913004387


page no: 23

Short title
Prophylactic Treatment for Headache in Paediatric Patients

Ferrara, P., et al. Vol: 7 Issue: 1

Submit your manuscript to Ommega Publishers and 
we will help you at every step:

• We accept pre-submission inquiries
• Our selector tool helps you to find the most relevant journal
• We provide round the clock customer support
• Convenient online submission
• Thorough peer review
• Inclusion in all major indexing services
• Maximum visibility for your research

Submit your manuscript at

https://www.ommegaonline.org/submit-manuscript

Antagonist of Calcitonin Gene-Related Peptide Receptor, 
Compared with Zolmitriptan for Acute Migraine: A 
Randomised, Placebo-Controlled, Parallel-Treatment Trial. 
(2008) The Lancet 372(9656): 2115-2123.
PubMed│CrossRef│Others

28.	 Curto, M., Lionetto, L., Negro, A., et al. Altered kynurenine 
pathway metabolites in serum of chronic migraine patients. 
(2015) J Headache Pain 17: 47.
PubMed│CrossRef│Others

29.	 Mody, I., Lambert, J.D., Heinemann, U. Low Extracellular 
Magnesium Induces EpileptiformActivity and Spreading 
Depression in Rat Hippocampal Slices. (1987) J  
Neurophysiol 57(3): 869-888.
PubMed│CrossRef│Others

30.	 Teigen, L., Boes, C.J. An Evidence-Based Review of Oral 
Magnesium Supplementation inthe Preventive Treatment of 
Migraine. (2015) Cephalalgia 35(10): 912-922.
PubMed│CrossRef│Others

31.	 Begon, S., Pickering, G., Eschalier, A., et al. Role of Spinal 
NMDA Receptors, Protein Kinase C and Nitric Oxide 
Synthase in the Hyperalgesia Induced by Magnesium 
Deficiency in Rats. (2001) Br J Pharmacol 134(6): 1227-
1236.
PubMed│CrossRef│Others

https://www.ommegaonline.org/submit-manuscript
https://pubmed.ncbi.nlm.nih.gov/19036425/
https://doi.org/10.1016/s0140-6736(08)61626-8
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(08)61626-8/fulltext
https://pubmed.ncbi.nlm.nih.gov/27130315/
https://doi.org/10.1186/s10194-016-0638-5
https://thejournalofheadacheandpain.biomedcentral.com/articles/10.1186/s10194-016-0638-5
https://pubmed.ncbi.nlm.nih.gov/3031235/
https://doi.org/10.1152/jn.1987.57.3.869
https://journals.physiology.org/doi/abs/10.1152/jn.1987.57.3.869?journalCode=jn
https://pubmed.ncbi.nlm.nih.gov/25533715/
https://doi.org/10.1177/0333102414564891
https://journals.sagepub.com/doi/abs/10.1177/0333102414564891
https://pubmed.ncbi.nlm.nih.gov/11704642/
https://doi.org/10.1038/sj.bjp.0704354
https://www.researchgate.net/publication/25350603_Role_of_spinal_NMDA_receptors_protein_kinase_C_and_nitric_oxide_synthase_in_the_hyperalgesia_induced_by_magnesium_deficiency_in_rats

	Introduction
	References

