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Effectiveness of cyproheptadine in the prevention of 
childhood migraine 
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Abstract
Background Migraine is one of the causes of recurrent headache 

but there are few studies revealing the drug’s effect in pediatric 
migraine.
Objective To determine the effectiveness of cyproheptadine in the 
prophylactic treatment of childhood migraine.
Methods
was performed at Medan. One hundred children with migraine 

month, duration was measured in hours and functional disability 

Results

were significantly different after treatment with cyproheptadine 

Conclusion
alternative prophylactic treatment of childhood migraine. 

of this drug. [Paediatr Indones. 2009;49:286-91].
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eadache, more particularly migraine, is a 
frequent health problem in children and 

impact on children and parents. It occurs in up to 

1 Although the 

Migraine, as 
defined by the research group on headache of the 
World Federation of Neurology, is a familial disorder 

widely variable in intensity, frequency, and duration. 

anorexia, nausea and vomiting. In some cases, these 

mood disturbances.3
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disabling as quadriplegia.4,5

Approach to migraine treatment involves acute 

aiming to reduce the frequency and severity of the 

to abortive therapy, and perhaps also improve the 
patient’s quality of life. On average, two thirds 

frequency with most preventive drugs.4 Many clinical 
trials in children using expensive drugs such as sodium 
valproate and topiramate show good outcome. 

by pediatric neurologist, however only Rao et al  who 
had studied this drug compared with other drug. 
Migraine is a common cause of headache in children 
and it significantly reduces school attendances, but 
not may has studied about the phenomenon. We 
compared cyproheptadine with placebo to determine 
their effectiveness in prophylactic treatment of 
childhood migraine.

Methods

This was a randomized clinical trial with control 

high schools in Medan, North Sumatera. For each 

had a lot of trouble with headaches?”, if they had a 

medication for the headaches and how recently 
the headache occurred. A positive response to this 
general headache question was used as a nonspecific, 

neurologist in accordance with The International 

experienced migraine. Informed consent was obtained 
from the parents. The selection criteria for study 

presence of uncommon migraine conditions including 
hemiplegics migraine, migraine with prolonged aura, 
or migraines infarction. We excluded patients from 

treatment with three or more migraine prophylactic 

history of noncompliance with previous migraine 
medications and obesity.

of University of North Sumatera. As part of the 
standard assessment, detailed questionnaires at initial 

questionnaire included information about headache 
frequency, duration, and characteristics, as well as 
some general health screening, documentation of 
school absences, and ratings of functioning at home 
and school. Frequency was measured in headache 
days per month, duration was measured in hours, 
and functional disability was measured by Pediatric 

The initial three questions dealt with impact of 

assesed the impact due to headache at home and 

The final two questions assesed disability in social 

overall disability due to headache in the preceding 3 

with the choices of none to little, mild, moderate, and 
severe. Responses to this question were obtained prior 
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standard deviations were determined for each of the 
four global rating responses. 

simple randomization method. Anthropometric data 
was recorded including body weight and the height. 

received placebo containing saccharum lactis once 

or placebo, both groups got therapy for 3 months. All 

frequency and duration of headaches were determined 
for the preceding 4
daily diaries were calculated at monthly intervals. 

All headache diaries were filled in by the 
children. After the third month’s treatment, each 

in the diary. The code was opened for the treatment 
only, because it was considered ethically unacceptable 
to withhold adequate treatment until the whole trial 

were contacted by phone.

and also intention to treat analysis. The value 95% 

statistically significant.

Results

and eight senior high schools in Medan, North 
Sumatera, we searched for childhood migraine 

specified dates and times of the study, however only 

second months, there were two dropouts from the 
treatment group. The intention to treat analysis was 

3 months. 
From the questionnaires and physical examination 

before intervention, there were no significant 

Table 1
had a clinical diagnosis of migraine without aura, 

rating category for the total group, the initial group 

Migraine frequency in cyproheptadine group 
Table 2

placebo group, the frequency was only decreased from 

Tabel 1. Baseline characteristics of migraine

Characteristic Cyproheptadine
(n=52)

Placebo
(n=48)

Age, mean (SD), years
Sex, n (%) 

 Male
 Female

Body weight, mean (SD), kg
Trigger by foods, n (%)

 No
 Yes 

Migraine, n (%)
 Without aura
 With aura

Frequency
Duration, n (%)

 1-2 hours
 > 2 hours

 PedMIDAS, mean (SD)
 PedMIDAS grading, n (%)

 0 - 30
 > 31 

14.7 (1.77) 

10 (20.0)
40 (80.0)

46.3 (7.11) 

12 (24.0)
38 (76.0)

30 (60.0)
20 (40.0)
5.5 (3.62)

37 (71.2)
15 (28.8)

19.5 (11.55)

45 (86.5)
 7 (13.5)

15.2 (19.66)

 8 (16.0)
42 (84.0)

48.3 (7.26)

19 (38.0)
31 (62.0)

32 (64.0)
18 (36.0)
4.9 (2.96)

36 (75.0)
12 (25.0)

16.9 (9.19)

45 (93.8)
 3 (6.3)
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Table 3)
compared with placebo were significant, frequency 

3 month migraine frequency was reduced by 3.4 

Adverse experience or side effects in cyproheptadine 
group were especially sleepy and increased appetite, 

Discussion

Pediatric migraine is a common problem that warrants 
greater attention. There is little information to rely on 

in deciding whether acute or prophylactic treatments 
are the most effective in children. The treatments that 

9

 reported migraine was a 
common cause of headache in children and causes 
significantly reduced school attendance. The study 
showed that migraine prevalence in students was still 

This study also demonstrated that the disability grade 

prevalence of migraine in seventh grade Thai student 

Preventive treatment in population of children 
who have frequent, disabling migraine is the most 
efficacious agent, but encouraging data are emerging 
regarding topiramate and sodium valproate as well as 
the cyproheptadine.
is approved by the
for prophylaxis of migraines in children. Seventeen 

Table 2. Outcome severity and frequency each groups before and after treatment

Parameter
 Cyproheptadine  Placebo

Mean (SD)  P  95% CI Mean (SD)  P  95% CI
Frequency

Before
After

5.6(3.64)
3.4(2.57) 0.001 1.359 to 3.001

4.9(2.96)
4.7(2.69) 0.286 -0.180 to 0.596

PedMIDAS
Before
After

19.5(11.50)
12.7(8.90) 0.001 5.202 to 8.398

16.9(9.19)
16.1(9.38) 0.038 0.049 to 1.617

Table 3. Comparison of cyproheptadine with placebo after three months of intervention 

Parameter Cyproheptadine Placebo P 95% CI
Frequency, Mean (SD)

3rd Month 3.4 (2.57) 4.7 (2.69) 0.009  (0.000 to 0.030)
PedMIDAS 50 (40.61) 48 (58.76) 0.001  (0.000 to 0.030)

Duration, n (%)
3rd month

 1 – 2 hours
 > 2 hours

49 (98)
 1 (2)

41 (85.4)
 7 (14.6) 0.029

RR 4.36
(0.690 to 27.510)

PedMIDAS grading,n (%)
 0 - 30
 > 31

Side Effects, n (%)
 No
 Yes

48 (96.0)
 2 (4)

14 (26.9)
38 (73.1)

45 (93.8)
3 (6.3)

32 (66.7)
16 (33.3)

0.674

0.001

RR 1.29
(0.433 to 3.843)

(-0.510 to -0.130)
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drugs were identified and included in the review. Of
the drugs with available data are topiramate, valproic
acid, flunarizine, amitriptyline, and cyproheptadine 
have shown efficacy in decreasing migraine frequency 
and duration in children.

widely adopted for migraine prevention in children. 
Effective doses for migraine prevention may be lower 
than doses used for other conditions. For example, the 

mg per day, while the dose for migraine prevention 

rational starting point. The findings confirm that, 

and well tolerated drug for migraine prevention. The 

in cyproheptadine group were dropped out.

quantified their effects in children. A family history 
is common. Proposed precipitants in genetically 
predisposed children and adolescents include hunger, 

19

including coffee, chocolate, meat, and noodle.
     Migraine frequency in our study were decreased 

valproate in children showed similar results. The

sensitive, reliable, and valid assessment of the 
disability of childhood and adolescent headaches. 

a component of assessing the impact of headaches on 

1 reported 
children in their study showed a mean reduction 

a reduction of nearly half of their disability due to 
headaches with treatment.
points of showed a mean reduction.

In our study, we found side effects, including 

cyproheptadine group compared to placebo. Rao et
al  reported cyproheptadine alone had improved the 
frequency, duration and severity significantly but side 
effects were more than in the combination group 

     Finally, the patient must understand that 
prophylactic therapy will not completely eliminate 
headache occurrence. The goal of prophylactic therapy 
is to decrease headache frequency and severity while 
possibly improving patient response to acute therapies. 
To conclude, our results indicate that cyproheptadine 
appears to be effective as alternative prophylactic 
treatment of childhood migraine, but its frequent 
and significant side effects need consideration when 
administering the drug. 
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