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Abstract 

Background: Migraine headache is a common neurological disorder with heterogeneous 

characteristics resulting in a range of symptom profiles, burden and disability. The present 

study was conducted to assess efficacy and safety of low‑ dose sodium valproate and 

low‑ dose propranolol sustained release (SR) in the prophylaxis of common migraine 

headache. 

Materials & Methods: 70 patients of common migraine headaches of both genderswere 

divided into 2 groups of 35 each. Group I received sodium valproate 500 mg/day and group II 

received propranolol SR 40 mg/day. Parameters such as the decrease in mean headache 

frequency at the end of 12 weeks was recorded. 

Results: Group I had 15 males and 20 females and group II had 14 males and 21 females. At 

0 week, 4 weeks, 8 weeks and 12 weeks, headachefrequency in group I was 4.9, 3.6, 2.5 and 

2.1 and in group II was 5.4, 3.0, 2.1and 2 respectively. Severity in group I found to be 2.9, 

2.6, 1.4 and 1.1 and in group IIwas 2.8, 2.8, 1.6 and 1.3 respectively. Duration in group I was 

10.5 hours, 7.3 hours, 7.1 hours and 5.6 hours and in group II was 10.4 hours, 9.4 hours, 7.3 

hours and 3.2 hours respectively. The difference was significant (P< 0.05). 

Conclusion: Both low-dose sodium valproate and low-dose SR formulation of propranolol 

significantly decreased the frequency, severity, and duration of migraine headache. Low-dose 

SR formulation of propranolol offers a significant decrease in the severity of migraine 

headache compared to low-dose sodium valproate. 
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Introduction 

Migraine headache is a commonneurological disorderwith heterogeneous characteristics 

resulting in a range of symptom profiles, burden and disability.The prevalence of migraine is 

about 18% in males and 6% in females.
1
 Majority of the patients with migraine require 

medication for the acute attack. Patients with anincreased frequency of attacks (≥4/month, 

usually over 4–6 months) or with attacks that are either poorly responsive or unresponsive to 

acute treatments are ideal candidates for a prophylactic therapy, with the aim to reduce the 

frequency of attacks.
2,3 

Several types of drugs, including anti-epileptics, antidepressants, b-blockers and calcium 

blockers, are recommended by the Japanese Guidelines for the Management of Primary 

Headache 2006 for use in the prophylactic treatment of migraines.
4
Propranolol is one of the 
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most regularly used drugs for migraine prophylaxis with many clinical trials consistently 

proving its efficacy in reducing the frequency of migraine attacks. The prophylactically 

effective dose of propranolol ranges from 40 to 400 mg/day.
5
Efficacy of anticonvulsant drugs 

for migraine prophylaxis has been tested since long, with sodium valproate being the first 

drug approved from this group.The prophylactically effective dose of sodium valproate 

ranges from 500 to 1500 mg/day.
6
The present study was conducted to assess efficacy and 

safety of low‑ dose sodium valproateand low‑ dose propranolol sustained release (SR) in the 

prophylaxis of common migraine headache. 

 

Materials & Methods 

The present study comprised of 70 patients of common migraine headachesof both genders.  

All gave their written consent for the participation in the study.  

Data such as name, age, gender etc. was recorded. Patients were divided into 2 groups of 35 

each. Group I received sodium valproate 500 mg/day and group II received propranolol SR 

40 mg/day. Parameters such as the decrease in mean headache frequency at the end of 12 

weeks was recorded. The patients were assessed at 0, 4, 8, and 12 weeks. Data thus obtained 

were subjected to statistical analysis. P value < 0.05 was considered significant. 

 

Results 

Table I Distribution of patients 

Groups Group I Group II 

Drug sodium valproate 500 mg/day propranolol SR 40 mg/day 

M:F 15:20 14:21 

Table I shows that group I had 15 males and 20 females and group II had 14 males and 21 

females. 

 

Table II Change in headache characteristics 

Headache Groups 0 week 4 weeks 8 weeks 12 weeks P value 

Frequency Group I 4.9 3.6 2.5 2.1 0.05 

Group II 5.4 3.0 2.1 2 

Severity Group I 2.9 2.6 1.4 1.1 0.02 

Group II 2.8 2.8 1.6 1.3 

Duration 

(hours) 

Group I 10.5 7.3 7.1 5.6 0.01 

Group II 10.4 9.4 7.3 3.2 

Table II, graph I shows that at 0 week, 4 weeks, 8 weeks and 12 weeks, headache frequency 

in group I was 4.9, 3.6, 2.5 and 2.1 and in group II was 5.4, 3.0, 2.1  and 2 respectively. 

Severity in group I found to be 2.9, 2.6, 1.4 and 1.1 and in group II was 2.8, 2.8, 1.6 and 

1.3respectively.Duration in group I was 10.5hours, 7.3hours, 7.1hours and 5.6hours and in 

group II was 10.4hours, 9.4hours, 7.3hours and 3.2hoursrespectively.The difference was 

significant (P< 0.05). 
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Graph I Change in headache characteristics 

 
 

Discussion 

Migraines are controlled by acute treatment to stop an attack or prophylactic treatment to 

reduce the frequency, duration or severity of attacks.
7,8

Migraine is a major social issue for 

public health intervention as it is the third most common neurological disorder globally, with 

a prevalence of nearly 15%.
9
 Migraine always leads to a lower quality of life compared with 

diabetes, heart disease, and depression, so it has been ranked as one of the topmost disabling 

health disorders.
10,11

The present study was conducted to assess efficacy and safety of 

low‑ dose sodium valproate and low‑ dose propranolol sustained release (SR) in the 

prophylaxis of common migraine headache. 

We found that group I received sodium valproate 500 mg/day and group II received 

propranolol SR 40 mg/day. group I had 15 males and 20 females and group II had 14 males 

and 21 females. Takeshima et al
12

evaluated the effectiveness and safety of an extended-

release tablet of sodium valproate in the prophylactic treatment for patients with migraine. A 

total of 1222 patients with migraine of all age groups (aged < 0.001): 70.8% of patients 

experienced remission of migraine by ≥30%, 59.0% by ≥50% and 11.8% by ≥100%. Sodium 

valproate tablet was the most effective in patients with more migraine days, and complete 

remission was observed in 29% of patients whose migraine days were less than 3 days per 4 

weeks at baseline. The extended-release tablet of sodium valproate reduced migraine 

intensity and duration of migraine attacks. The incidence of adverse drug reactions was 6.3% 

(67/1070 patients) and well tolerated.  

We found that at 0 week, 4 weeks, 8 weeks and 12 weeks, headachefrequency in group I was 

4.9, 3.6, 2.5 and 2.1 and in group II was 5.4, 3.0, 2.1  and 2 respectively. Severity in group I 

found to be 2.9, 2.6, 1.4 and 1.1 and in group IIwas 2.8, 2.8, 1.6 and 1.3 respectively. 

Duration in group I was 10.5 hours, 7.3 hours, 7.1 hours and 5.6 hours and in group II was 

10.4 hours, 9.4 hours, 7.3 hours and 3.2 hours respectively.Dakhale et al
13

 compared sodium 

valproate and propranolol in common migraine headache60 patients which were randomly 

divided into two treatment groups treated by sodium valproate 500 mg/day and propranolol 

SR 40 mg/day, respectively. Fifty-five patients completed the study. At the end of the 
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treatment, both sodium valproate and propranolol caused a significant reduction in frequency, 

severity, and duration of migraine headache. Propranolol caused significantly greater 

reduction in the severity of headache than sodium valproate. The percentage of responders 

was 60% in sodium valproate group and 70% in propranolol group. Drowsiness was the most 

common adverse effect noted in both the groups. 

Kozubski et al
14

 in their study 5 women with migraine without aura treated with the daily 

dose of 1000-1500 mg of SV, during 10 weeks. The results were compared with the effect of 

propranolol administered to the same patients, in daily dose of 120-160 mg during 10 weeks. 

The effects were similar: in both methods more than 50% reduction of frequency and severity 

of attacks was obtained. The side effects were generally mild; in no case the treatment was 

stopped.  

The limitation the study is small sample size.  

 

Conclusion 
Authors found that both low-dose sodium valproate and low-dose SR formulation of 

propranolol significantly decreased the frequency, severity, and duration of migraine 

headache. Low-dose SR formulation of propranolol offers a significant decrease in the 

severity of migraine headache compared to low-dose sodium valproate. 
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