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Abstract : 
The treatment of migraine headache targets the neurovascular mechanism and involves the use 

of serotonin receptor antagonists. Some of these drugs are used for the treatment of acute attacks; while 

others are effective as prophylactic measures to decrease the duration and frequency of attacks. Pizotifen, 

a 5-HTA antagonist, is one of the prophylactic drugs for which the clinical use resulted in low outcomes in 

reducing migraine symptoms. Melatonin, a serotonin derived neurohormone, was reported to exert many 

functions like sleep induction, anti-inflammatory, neurovascular regulation, cytoprotection and 

modulation of neurotransmitter release.  In the view of the involvement of serotonin in the 

pathophysiology of migraine and the properties of melatonin, the present study has been conducted to 

evaluate the effectiveness of melatonin alone or in combination with pizotifen for the improvement of 

migraine symptoms. The study was conducted on 72 patients, which were under neurologist supervision 

during the entire period of study. The patients were instructed to avoid any precipitating diet (chocolate, 

cheese,… etc) and where randomly divided into 4 groups each of 18. The first group was treated with 

melatonin (3mg, 30 minutes before bed time); the second with pizotifen (0.5mg twice daily); the third 

with melatonin (at night) and pizotifen (twice daily); and the fourth with placebo (at night). The treatment 

was continued for 42 days and was followed up and monitored each week. After a month of treatment, the 

severity, duration and frequency of migraine attacks were recorded using special migraine scoring 

system.The results revealed that melatonin alone significantly decreased the severity, duration and 

frequency of migraine attack by 48%, 53% and 45.75%, respectively; while these produced by pizotifen 

were significantly reduced by 25%, 45.3% and 27.5%, respectively. The effect of pizotifen was generally 

enhanced by the addition of melatonin and the improvement in migraine symptoms were, severity (59%), 

duration (62.7%) and frequency (58%). These effects were generally low in placebo treated group and the 

reduction in severity, duration and symptoms were (12.2%, 20% and 16.2%, respectively). The 

distribution of patients according to their response as complete or partial was significantly different 

among treated groups; and within the same group is differ according to the measured parameter 

suggesting involvement of factors other than treatment in the improvement of migraine symptoms such as 

psychological state, stress and others.The study has concluded the effectiveness of melatonin alone and in 

combination with pizotifen as a prophylactic measure in term of reducing the severity, duration and 

symptoms of migraine headache. 
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 لخلاصةا
انخقهٛذٚت نصذاع انشقٛقت حخجّ َحٕ اٜنٛت انٕػائٛت انؼصبٛت انًسببت نذاء انشقٛقت ٔحخعًٍ اسخخذاو يغهقاث  اٌ انؼلاجاث

ًُا انبؼط الاخز ٚسخخذو كؼلاج ٔقائٙ نهخقهٛم يٍ يسخقبلاث انسٛزٔحٍَٕٛ. بؼط ْذِ الادٔٚت حسخخذو نؼلاج انُٕباث انحادة نهصذاع بٛ

ٛقت. فخزاث ٔحزدد انُٕباث. أٌ ػقار انبٛشٔحفٍٛ ْٕ احذ الادٔٚت انٕقائٛت، الا اٌ اسخخذايّ انسزٚز٘ قهٛم انفؼانٛت فٙ خفط ػلاياث داء انشق

ٍ، ْٕٔ ْزيٌٕ ػصبٙ يشخق يٍ اٌ ػقار انًٛلاحَٕٛ (.HTA-5)  انسٛزٔحٍَٕٛ َٕعْٔذا انؼلاج يؼزٔف باغلاقّ نًسخقبلاث 

ز انسٛزٔحٍَٕٛ، قذ ثبج اٌ نّ ٔظائف يخؼذدة يثم ححفٛش انُٕو، كًعاد نلانخٓاباث، حُظٛى الأػٛت انذيٕٚت انؼصبٛت، ٔقاٚت انخلاٚا، ٔححٕٚ

اٌ انذراست انحانٛت قذ فٙ افزاس انُٕاقم انؼصبٛت. فٙ ظٕء اشخزاك انسٛزٔحٍَٕٛ فٙ سببٛت داء انشقٛقت ٔانخٕاص انًؼزٔفت نهًٛلاحٍَٕٛ ف

يزٚعاً ٔقذ كإَا  27اجزٚج انذراست ػهٗ  اجزٚج نخقٛٛى الاسخخذاو انسزٚز٘ نهًٛلاحٍَٕٛ نٕحذِ أ يغ انبٛشٔحفٍٛ نؼلاج ػلاياث انشقٛقت.

ت، ٔانجبٍ، ححج الاشزاف انطبٙ نذٔ٘ الاخخصاص انؼصبٙ خلال فخزة انذراست، ٔقذ ارشذٔا نخجُب الاغذٚت انًسببت نهشقٛقت )انشكٕلاح

يهغى قبم انُٕو 3يزٚعاً. ػٕنجج انًجًٕػت الأنٗ بانًٛلاحٍَٕٛ ) 81يجايٛغ كم يُٓا يكٌٕ يٍ  4ٔغٛزْا( ٔقذ صُفٕا ػشٕائٛاً انٗ 

ِانؼلايهغى يزحٍٛ ٕٚيٛاً(، ٔانثانثت بانًٛلاحٍَٕٛ ٔانبٛشٔحفٍٛ يؼاً ٔبانجزع اػلاِ، ٔانزابؼت ب5.5بُصف ساػت(، ٔانثاَٛت بانبٛشٔحفٍٛ ) ّٕ  ج انًً

(placebo بشكم كبسٕنت نٛلاً. اسخًز انؼلاج نفخزة )ٕٚياً بًخابؼت اسبٕػٛت. بؼذ شٓز يٍ انؼلاج، حى حسجٛم حذة ٔفخزة ٔحزدد َٕباث  47

اثبخج انذراست اٌ انًٛلاحٍَٕٛ نٕحذِ قذ ادٖ انٗ حقهٛم يُطقٙ فٙ حذة ٔفخزة ٔحزدد َٕباث  صذاع انشقٛقت باسخخذاو َظاو حُقٛط خاص.

% ػهٗ انخٕانٙ. ٔػهٗ 72.5% 45.3ٔ%، 75% ػهٗ انخٕانٙ، بًُٛا كاٌ انخقههٛم بانبٛشٔحفٍٛ بُسبت 45.25%،53%، 41نصذاع بُسبت ا

%( ٔانخزدد 67.2%(، انفخزة )55انؼًٕو فاٌ حأثٛز انبٛشٔحفٍٛ قذ اسداد باظافت انًٛلاحٍَٕٛ ٔاٌ انخقهٛم فٙ ػلاياث انصذاع كاَج، انحذة )

ِ ٔكاَج َسبت الاَخفاض فٙ انحذة، انفخزة، ٔانخزدد ْٙ %(. اٌ ْذِ ا51) ّٕ نخاثٛزاث كاَج قهٛهت جذا ػٍ انًجٕػت انًؼانجت بانؼلاج انًً

% ػهٗ انخٕانٙ. اٌ حٕسٚغ انًزظٗ بحسب اسخجابخٓى نهؼلاج، اٌ كاٌ جشئٛاً أ كهٛاً، كاٌ يخخهفاً بصٕرة %86.7، ٔ %75، 87.7

ت انٕاحذة فاٌ انخٕسٚغ كاٌ يخخهفاً اٚعاً بحسب انًؼٛار انًقاص يًا ٚذل ػهٗ حذخم ػٕايم اخزٖ يُطقٛت بٍٛ انًجايٛغ، ٔظًٍ انًجًٕػ

ًٚكٍ الاسخُخاج يٍ ْذِ انذراست باٌ انًٛلاحٍَٕٛ نٕحذِ أ يغ انبٛشٔحفٍٛ قذ  غٛز انؼلاج فٙ ْذا انخباٍٚ يثم انحانت انُفسٛت، الاجٓاد ٔغٛزْا.

 ذة، فخزة، ٔحزدد َٕباث صذاع انشقٛقت.أظٓز فؼانٛت ٔقائٛت فٙ انخقهٛم يٍ ح
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Introduction                                   
Migraine headache is a primary 

disorder, resulting from dysfunctions of the 

trigeminovascular system. The disorder 

manifests as recurrent attacks of sever pain that 

varies in frequency from one attack a year to 

two or more a week 
(1)

. Migraine headaches are 

classified according to the accompanied aura 

into classical (with aura) and common (without 

aura) 
(2)

. Aura means visual scotomas or even 

hemianopia and speech abnormalities followed 

by sever throbbing unilateral headache that lasts 

for a few hours to 1-2 days 
(3)

. The variation in 

the severities of pain among migrainous patients 

has encourage vigorous initiation and 

prophylactic therapies 
(4)

. The vasomotor 

changes are greatly suggested to underlie the 

pathophysiology of migraine 
(5)

. The marked 

increase in the amplitude of temporal artery 

pulsation and relief of pain by ergotamine may 

support this hypothesis 
(6)

. In addition, serotonin 

released from platelets and serotonergic nerve 

endings in the meningeal blood vessels has been 

implicated in the initiation of migraine headache 
(5, 7)

. In this regard, serotonin receptor 

antagonists are typical antimigraine drugs of 

current use for the acute management and 

prophylaxis of migraine 
(6, 4)

. Pizotifen, now, is 

one of the prophylactic drugs for migraine 

headache to reduce the severity, frequency and 

duration of attacks. The drug act by blocking 5-

HTA receptors. However, the clinical use of this 

drug has reported to be accompanied by weight 

gain and antimuscarinic effects 
(3)

. Melatonin, 

N-acetyl-5-methoxytryptamine, is a serotonin 

derivative produced and released by the pineal 

gland and some other tissues and is believed to 

participate in the regulation of sleep-wake 

cycle
(8)

. The release is coincides with darkness 

(begin around 9PM and lasts until about 4AM) 

and suppressed by day-light 
(9)

. Several studies 

have conducted to investigate the properties and 

effects of melatonin; and these revealed that this 

neurohormone processes free radical 

scavenging
(10)

, nitric oxide synthase 

inhibiting
(11)

, dopamine release inhibiting 
(12,13)

, 

GABAergic stimulating 
(14,15,16)

, glutamate 

neurotoxic protecting 
(17)

, opioid analgesic 
(18)

, 

neurovascular regulating 
(19)

 and serotonine 

modulating actions
(20)

. In addition, this agent 

has been studied for a number of other functions 

including contraception; antioxidant action; 

prevention of aging; and treatment of 

depression, human immunodeficiency virus 

(HIV) infection and a variety of cancers 
(9, 21)

.In 

the view of available data about melatonin 

properties and functions and the 

pathophysiology of migraine, this study has 

been conducted to evaluate the clinical 

effectiveness of melatonin alone and in 

combination with pizotifen as prophylactic 

therapy in migraine patients. 

Patients and Methods 
Patients: 

The study group comprised of a total of 

72 patients with migraine in age range of (13-55 

years old). The patients included in this study 

were under neurologist supervision during the 

entire period of treatment, where the vital signs 

and positive finding of routine physical 

examination were evaluated and recorded. All 

patients were diagnosed having migraine 

headache of many types (e.g. Common, 

classical, ophthalmoplegic and retinal 

migraine). The duration of disease ranged from 

(3 months to 10 years). Patients involved in this 

study were instructed to avoid diet that triggers 

migraine such as chocolate, cheese, etc. The 

patients were randomly divided into 4 groups 

(A, B, C and D) each of 18. The groups were 

treated for 42 days, followed up and monitored 

each week. Group A was given melatonin (3mg)  

30 minutes before bed time, group B was 

treated with pizotifen (0.5mg twice daily), 

group C was treated with combination of 

melatonin and pizotifen (same doses in group A 

and B) and group D was treated with placebo 

(glucose filled capsules at night).  

 

Method: 

The migraine severity (MIGSEV) 

score was used to identify items that serve to 

assess the severity of migraine with a high level 

of clinical and psychometric relevance           

(figure 1) 
(22)

. This is because the severity of 

migraine is an important determinant of patient 

quality of life and of health care resource 

utilization. Only seven items reflecting severity 

were identified by expert consensus. These were 

intensity of pain, tolerability, disability in daily 

activity, nausea or vomiting (or both), duration 

of attack, resistance to treatment and frequency 

of attack. Principal components analysis 

performed on the seven items of the severity 

questionnaire identified three dimensions while 

correlation analysis showed that the first 

dimension covered 4 items relating to the 

intensity of attacks (intensity of pain, 

tolerability, disability in activity and presence of 

nausea or vomiting). The second dimension 

related to resistance to treatment (resistance to 

treatment and duration of attack) and the third 

dimension to frequency of attacks. A rating 

system was devised. Firstly, the number of 

items for which the lowest possible and the 

highest possible rating was determined. 

Secondly a ternary (low, intermediate and high) 

overall rating of severity was attributed using 

the following decision tree:  
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A-first dimension parameters 

(main parameters) 

Score 
Intensity of 

pain 
Nausea 

 

Minimum  

Medium 

Medium 

Maximum 

 

Mild 

Moderate 

Intense 

Sever 

intense 

 

 

 

 

 

No nausea 

Mild 

Intense 

Vomiting 

 

 

 

 

Score 
Disability in 

daily activity 
Tolerability 

 

Minimum 

Medium 

Medium  

Maximum 

 

 

 
No 

disability 

Mild 

Marked 

Confined to 

bed 

 

 

 

 

 
Tolerable 

Barely 

tolerable 

Intolerable 

 

 

 

*Grade one----at least one minimum score 

without maximum score   

 Grade two----any other 

 Grade three—at least one maximum score 

without minimum score or at least two maxi. 

Score  

 

B-2
nd

 dimension parameters 

Resistance 

to treat. 
Duration of attack (hr.) 

 

No 

 

Yes 

 

< 4 hr.                12-24 hr. 

 

4-12 hr.               > 24 hr. 

 
C-3

rd
 dimension parameters 

 

Frequency of attack 

 

< 5/year                                                             1/weak 

 

5-10/year                                                >1/weak 

 

1-2/month 

 

 

 

 

 

Fig. (1) First, second and third dimension 

parameters of migraine 
(15)

. 

 
low (grade 1): at least 1of the 4 items 

with a minimum score, and no item with a 

maximum score; high (grade 3): at least 1 of the 

4 items with a maximum score, and no item 

with a minimum score or at least 2 items with a 

maximum score; intermediate (grade 2): all 

other cases. Data were expressed as mean ± SD 

and as percent change from baseline regarding 

those obtained from MIGSEV score. Response 

of patients was expressed as percentage from 

total number in each group. Analyses were done 

using unpaired student’s t-test and Chi-square 

method when appropriate. 

 

Results : 
Effect of Different Treatment on First 

Dimension Parameter (Severity of Migraine) 

In this study, the difference between 

the baseline values of migraine severity score 

among all groups was not significant (P>0.05) 

as shown in table (1) and figure (2). After 1 

month, the severity score following treatment 

with melatonin (3mg/night), pizotifen (0.5mg 

twice daily), melatonin-pizotifen combination 

and placebo was significantly reduced by 48%, 

25%, 59% and 12.2%, respectively (P<0.05). 

The effect exerted by melatonin was 

significantly differ from that exerted by 

pizotifen, P<0.05. In addition, melatonin was 

shown to enhance the effect of pizotifen when 

added to the treatment, P<0.05; however, this 

effect was not significantly differ from that 

exerted by melatonin alone, P>0.05. The 

reduction in the severity score following 

treatment with melatonin, pizotifen and their 

combination was significantly higher than that 

produced by placebo, P<0.05. Table (2) clearly 

showed that the improvement in severity score 

in all treated groups was complete, P<0.01 

(analyzed by Chi-square method); this means 

that the distribution of patient’s response was 

greatly depend on treatment regimen used with 

great effect achieved by melatonin and its 

combination with pizotifen. 

 

Effect of Different Treatment on Second 

Dimension Parameter (Duration of Migraine 

Attack) 

Table (1) and figure (2) also showed 

the effect of the four treatments on the duration 

score of migraine attack. It was shown that all 

patients were not significantly differ in their 

baseline score (P>0.05). The reduction in 

duration of attacks following treatment with 

melatonin, pizotifen, melatonin-pizotifen 

combination and placebo was significantly 

reduced by 53%, 45.3%, 62.7% and 20%, 

respectively (P<0.05). The effect of melatonin-

pizotifen combination was significantly higher 

than that produced by pizotifen alone, P<0.05; 

however, this effect did not differ significantly 

from that produced by melatonin alone 

(P>0.05). Moreover, the reduction in duration 

score following melatonin, pizotifen and their 

combination was significantly higher that that 

produced by placebo treatment (P<0.05). 
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Table (1): Effect of treatment with melatonin, pizotifen and their combination on migraine parameters 
 

Parameter Time 

Group A 

(Melatonin 

3mg/night) 

Group B 

(Pizotifen 0.5mg 

twice daily) 

Group C 

(Pizotifen + 

Melatonin) 

Placebo 

Baseline 2.78 ± 0.43 2.67 ± 0.49 2.72 ± 0.46 2.72 ± 0.46 

After 1 month 1.44 ± 0.78*  
a
 2.00 ± 0.91*  

b
 1.11 ± 0.47 *  

a
 2.39 ± 0.85 *  

b
 

1
st
 dimension 

response (intensity 

of attack) 

% reduction 48% 25% 59% 12.2% 

Baseline 16.56 ± 5.97 16.89 ± 6.22 17.00 ± 7.00 16.67 ± 6.79 

After 1 month 7.67 ± 5.32* 
 a,b

 9.22 ± 5.87* 
a
 6.33 ± 3.51* 

b
 13.33 ± 7.29 * 

c
 

2
nd

 dimension 

response (duration 

of attack) 

% reduction 53% 45.3% 62.7% 20% 

Baseline 9.83 ± 3.28 10.11 ± 2.76 9.78 ± 3.04 10.27 ± 2.96 

After 1 month 5.33 ± 2.91* 
 a
 7.33 ± 3.56* 

 b
 4.11 ± 2.95 *

  a
 8.61 ± 2.85 *

 b
 

3
rd

 dimension 

response (frequency 

of attack) 

% reduction 45.75% 27.5% 58% 16.2% 

 

Data are expressed as Mean ± SD. 

n=18 per group. 

*P<0.05 with respect to baseline value. 

Non-identical superscripts (a, b) for the same parameter within the same period considered significantly different (P<0.05). 

Table (2): Distribution of patient’s response to different medications according to the 1
st
, 2

nd
 and 

3
rd

 dimension parameters of migraine. 
 

      Treatment  

                Group 

 

Migraine  

Parameter 

Group A 

(Melatonin3mg/ni

ght) 

Group B 

(Pizotifen 0.5mg 

twice daily) 

Group C 

(Pizotifen + 

melatonin) 

Group D 

(Placebo) 

Complete 

response 

13 

(72.20%) 

7 

(38.80%) 

17 

(94.40%) 

4 

(22.20%) 

Partial 

response 

1 

(5.50%) 

1 

(5.50%) 

0 

(0.00%) 

0 

(0.00%) 

1
st
 

dimension 

parameters 

(Severity of 

attack) 
P (χ

2
test) 0.0002 

Complete 

response 

8 

(44.40%) 

7 

(38.80%) 

10 

(55.50%) 

3 

(16.60%) 

Partial 

response 

6 

(33.30%) 

6 

(33.30%) 

7 

(38.80%) 

4 

(22.20%) 

2
nd

 

dimension 

parameters 

(duration of 

attack) 
P (χ

2
test) 0.015 

Complete 

response 

4 

(22.20%) 

2 

(11.10%) 

8 

(44.40%) 

0 

(0.00%) 

Partial 

response 

11 

(61.10%) 

9 

(50.00%) 

10 

(55.50%) 

9 

(50.00%) 

3
rd

 

dimension 

parameters 

(Frequency 

of attack) 
P (χ

2
test) 0.002 

 

Data are expressed as number and percentage of total (n=18 per treatment group). 

Data are analyzed by Chi-square (χ
2
) test. 
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In the groups that treated with melatonin, 

pizotifen and their combination the 

distribution of patients according to their 

response as complete or partial was 

significant (P<0.05, analyzed by Chi-square 

method). However, the difference between 

the percentages of patients with complete or 

partial response was only small, as shown 

in table (2). 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
Fig (2): Migraine parameters before and 

after 1 month treatment with melatonin 

(3mg/night), pizotifen (0.5mg x2/day), their 

combination and placebo. Data are expressed 

as mean ± SD, n=18 per group. All 

parameters are significantly different with 

respect to their baseline value (P<0.05, by 

Paired Student’s t-test). Non identical 

superscripts (a, b) within the same parameter 

considered significantly different (P<0.05, by 

Unpaired Student’s t-test).  

 

Effect of Different Treatment on Third 

Dimension Parameter (Frequency of Migraine 

Attack) 

Regarding the frequency score of 

migraine attack, all patients were not 

significantly differ in their baseline score 

(P>0.05), table (1) and figure (2). The reduction 

in frequency score following treatment with 

melatonin, pizotifen, melatonin-pizotifen 

combination and placebo was significant high 

with percent reduction of 45.75%, 27.5%, 58% 

and 16.2%, respectively (P<0.05). The effect 

produced by melatonin and its combination with 

pizotifen was non-significantly different 

(P>0.05). On the other hand, the reduction 

produced by pizotifen was not significantly 

differ from that produced by placebo, P>0.05. 

However; the effect of pizotifen was 

significantly lower that that produced by either 

melatonin or melatonin-pizotifen combination, 

P<0.05. The response or reduction in frequency 

score of migraine attack in treated patients was 

shown to be partial and significantly (P<0.01) 

depend on the type of treatment used, as shown 

in table (2). 

Discussion :  
The results presented in this study 

demonstrated that melatonin in a dose of 

3mg/day greatly and significantly reduced the 

severity, duration and frequency of migraine 

attack. The nightly administration of melatonin 

was to avoid sleep induction during the day; 

helping patients suffering from migraine with 

delayed sleep syndrome
(16)

; and as 

supplementation to elevate the decreased levels 

at night in migraine patients. In this context, 

Claustrate et al. was reported that plasma levels 

of melatonin in migraine patients was lower 

when drawn at 23.00 hr in comparison to 

controls 
(23)

. In addition, Murialdo et al. who 

reported the decrease in nocturnal melatonin 

levels throughout the ovarian cycle of migraine 

patients in comparison to controls 
(24)

. The 

effectiveness of melatonin in modulating the 

characteristics of migrainous headache may be 

attributed to many neurological and biochemical 

effects of the drug. Melatonin was reported to 

modulate the release of serotonin in rat 

hippocampus 
(20)

. In this context, serotonergic 

system has been implicated in the pathogenesis 

of migraine and mediation of meningial 

vasodilation
(25, 26)

. Additional mechanism may 

be the interaction with analgesic opioids. 

Melatonin has been regarded as pineal opioid 

which may exert an analgesic action by binding 

its receptors in the CNS 
(18)

 and activation of 

GABAergic system
(16)

. The modulation of 

immune reactions and inhibition of expression 

of pro-inflammatory cytokines by melatonin 

might have a role in the observed effects in this 

study
(10)

. This suggestion is supported by 

findings of Bettahi et al. who reported that 

melatonin reduces nitric oxide synthase activity 

in rat hypothalamus 
(11)

. Nitric oxide has been 

regarded as a radical neurotransmitter in the 

CNS 
(27)

 and many studies have indicated its 

participation in pain mediation at the spinal cord 

level 
(28, 29, 30)

. Other properties of melatonin 

which might also explain the observed effects 

seen in this study include its structural similarity 

to indomethacin 
(31)

 and its anti-oxidant and 

membrane stabilization action during lipid 

peroxidation 
(32)

.  The antimigraine activity of 

pizotifen has been reported to be due to 

blockage of serotonin receptors and modulation 

of serotonergic system during migraine 

attacks
(26)

. The drug is clinically effective as 

prophylactic measure. The use of pizotifen is 

thus aimed to target one mechanism of migraine 

headache which is the neurological mechanism 
(34)

.  The effect of pizotifen is greatly enhanced 

by the addition of melatonin in term of the 

reduction in the severity, duration and 

frequency of migraine attacks. Since the two 
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agents have different mechanism and targets of 

action in relation to migraine pathophysiology, 

the synergistic interaction is likely contributed 

to the observed results. This is very important 

since combination therapy may be useful for the 

reduction of the dosage and frequency of 

administration of pizotifen together with 

minimizing the adverse effects that include 

weight gain and antimuscarinic effects 
(33)

.  It 

was also reported in this study that, the 

percentage of responder patients within the 

same treated group varied according to the 

measured parameter (table 2). This suggests that 

factors other than the treatment may have a role 

such as life style, emotional status and stressful 

conditions.  In conclusion, the data obtained in 

this study provide clinical evidences for the 

effectiveness of melatonin alone and in 

combination with pizotifen as a prophylactic 

measure in migraine. 
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