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Scottish Medicines Consortium  
 

 
 
 

 
topiramate 25, 50mg tablets, 25, 50mg sprinkle capsules 
(Topamax)           (No. 297/06)  
Janssen-Cilag Limited 
 
 
4 August 2006 
 
The Scottish Medicines Consortium (SMC) has completed its assessment of the above 
product and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on 
its use in NHS Scotland. The advice is summarised as follows: 
 
ADVICE: following a full submission 
 
topiramate (Topamax) is accepted for restricted use within NHS Scotland for the 
prophylaxis of migraine headache in adults. It should be restricted to initiation by specialists 
and treatment should be managed under specialist supervision or shared care arrangements 
in patients who have not responded to prophylactic treatment with at least one other agent. 
 
 
Overleaf is the detailed advice on this product.  
 
 
 
 
Chairman 
Scottish Medicines Consortium 
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Indication  
Prophylaxis of migraine headache in adults. Initiation of treatment with topiramate should be 
restricted to specialist care and treatment should be managed under specialist supervision or 
shared care arrangements.  
 

Dosing information  
Titration should begin at 25mg nightly for 1 week. The dosage should then be increased in 
increments of 25mg/day at 1-week intervals. The recommended total daily dose of topiramate 
is 100mg/day administered in two divided doses. Some patients may experience a benefit at a 
total daily dose of 50mg/day. No extra benefit has been demonstrated from the administration 
of doses higher than 100mg/day.  
 

UK launch date  
August 2005  
 

Comparator medications 
 
Propranolol (tablets, SR capsules, liquid) and pizotifen are licensed for the prophylaxis of 
migraine headache. 
 

Cost of relevant comparators 
 
Drug  Usual daily dose  

 
Annual cost (£)* 

Topiramate 100mg 390 
Propranolol tablets 80-160mg 34-42 
Propranolol LA  80-160mg 70-87 
Pizotifen 1.5-4.5mg 47-167 
*costs from eVadis drug dictionary accessed on 29/5/06.  
 
Doses are shown for general comparison and do not imply therapeutic equivalence. 
 

Summary of evidence on comparative efficacy 
 
Topiramate is an antiepileptic drug with multiple modes of action that may contribute to 
migraine prevention. It is unclear which mechanism (or combination) is most important in the 
prevention of migraine.   

Three double-blind, randomised, placebo-controlled (and active comparator in one trial) 
studies have evaluated the efficacy and safety of topiramate in the prevention of migraine. 
Eligible patients were aged between 12 and 65 years with a history of migraine with or without 
aura, as assessed by the International Headache Society (IHS), for at least 6 months before 
screening and had experienced 3 to 12 migraines during the prospective 28-day baseline 
phase but no more than 15 headache days (migraine or non-migraine).  
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The primary outcome measure in all three trials was a comparison among the topiramate and 
placebo groups of the reduction in mean monthly migraine frequency from baseline through 
the entire double-blind phase.  The baseline monthly frequency of migraine headache was 
between 4.9 and 5.8 across all studies.    

Migraine frequency was assessed using the number of migraine periods (defined as migraine 
headache that started, ended or recurred within 24 hours).  Secondary outcome measures 
included the percentage of patients responding to treatment (=50% reduction in the monthly 
migraine frequency), mean change in monthly migraine days and change in number of days 
per month requiring rescue medication from the end of the prospective baseline phase 
through the double-blind phase.  Health related quality of life was measured using two 
domains of the Short Form 36 (SF-36); role physical domain (evaluates the limitations in 
usual role activities because of physical health problems) and vitality domain (evaluates the 
subject’s energy and fatigue).  In addition three domains were used from the Migraine Specific 
Quality of Life Questionnaire v2.1 (MSQ); role restrictive (examines the degree to which 
performance of daily activities is limited by migraine), role prevention (examines the degree to 
which performance of daily activities is prevented by migraine) and emotional function 
(measures the feelings of frustration and helplessness due to migraine). 
 
Following a washout period of up to 14 days, during which migraine-preventative medications 
were tapered off, patients entered a 28-day prospective baseline phase where headache and 
medication record information was completed by patients.  Rescue medication was permitted 
in all trials.  In the first two trials eligible patients completing the baseline phase were then 
randomised to topiramate 50, 100 or 200 mg/day or placebo.  The double-blind phase lasted 
26 weeks and comprised 8 weeks of titration (topiramate was started at 25 mg/day and 
increased by 25mg weekly  for 8 weeks, until either the assigned or maximum tolerated dose 
was reached) and 18 weeks of maintenance where the drug was given as two divided doses. 
 
In the first trial 487 patients were randomised to placebo (n=117), topiramate 50 mg/day 
(n=125), 100 mg/day (n=128), or 200 mg/day (n=117).  The mean monthly migraine 
frequency was reduced by 1.3, 2.1 and 2.2 in the topiramate 50mg/day, 100mg/day and 
200mg/day groups respectively, and by 0.8 in the placebo group.  In the second trial 483 
patients were randomised to placebo (n=120), topiramate 50 mg/day (n=120), 100 mg/day 
(n=122), or 200 mg/day (n=121).  The mean monthly migraine frequency was reduced by 1.4, 
2.1 and 2.4 in the topiramate 50mg/day, 100mg/day and 200mg/day groups respectively, and 
by 1.1 in the placebo group.  For both trials the comparisons versus placebo were statistically 
significant for the 100mg/day and 200mg/day groups only. 
 
In both trials the responder rate (50% or greater reduction in mean monthly migraine 
frequency) was significantly higher for all topiramate doses versus placebo. However, the 
change in rescue medication use and change in migraine days were statistically superior to 
placebo for the topiramate 100mg/day and 200mg/day groups only.  
 
In the third trial eligible patients were randomised after the baseline period to placebo (n=143), 
topiramate 100mg/day (n=139), topiramate 200mg/day (n=143) or propranolol (n=143).  The 
topiramate titration was as described previously.  Propranolol was initiated at 20mg/day and 
increased by 20mg/week for 8 weeks, to 160mg/day (given as two divided doses) or until the 
maximum tolerated dose was reached. Summary statistics including 95% confidence 
intervals (CI) for pair-wise differences of topiramate minus propranolol only were reported for 
the propranolol group. The mean monthly migraine frequency was reduced by 1.6, 1.1 and 1.6 
for the topiramate 100mg/day and 200mg/day groups and propranolol group respectively and 
by 0.8 for placebo. This was significant for the topiramate 100mg/day versus placebo 
comparison only. The responder rate was significantly higher for both topiramate groups 
versus placebo. However the change in rescue medication use and change in migraine days 
were statistically superior to placebo for the topiramate 100mg/day group only.  The target 
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dose was achieved by 53% of patients in the topiramate 200mg/day group compared with 
87% and 78% of patients in the topiramate 100mg/day and propranolol groups, respectively.  
 
In all three trials there were no significant differences between topiramate and placebo for the 
vitality SF-36 domain.  For the role physical domain, there were significant differences for the 
topiramate 100mg/day and 200mg/day groups versus placebo in the second trial only. In the 
pooled population of all three trials MSQ scores for all three domains were significantly 
improved for topiramate 100mg/day compared to placebo.  
 

Summary of evidence on comparative safety 
 
The combined topiramate 100mg/day groups (for the three trials, n=386) and the propranolol 
160mg/day group were similar with respect to the incidence of dizziness (9% vs. 12%), 
somnolence (7% vs. 9%), and nausea (13% vs. 13%). Insomnia and fatigue were reported in 
a higher percentage of patients in the propranolol 160mg/day group (13% and 22% 
respectively) compared to the combined topiramate 100mg/day groups (7% and 15%).  Other 
events associated with the central and peripheral nervous system were reported in a higher 
percentage of patients in the combined topiramate 100mg/day group compared with the 
propranolol group, particularly; paraesthesia (51% vs. 12%), anorexia (15% vs. 3%), memory 
difficulties (7% vs. 3%) and mood problems (6% vs. 1%).  Taste perversion (8% vs. 0%) and 
weight decrease (9% vs. 0%) were also reported in a higher frequency in the combined 
topiramate 100mg/day group compared with the propranolol group. 
 
The percentage of patients in the combined topiramate 100mg/day group with adverse events 
which led to withdrawal from the trial was 24% compared with 20% of patients in the 
propranolol group.  Adverse events which led to withdrawal in the combined topiramate 
100mg/day group included paraesthesia (8%), fatigue (5%), nausea, anorexia, and difficulty in 
concentration (2% for each) and compare with 4%, 6%, 4%, 1% and 3% of patients in the 
propranolol group.  
 

Summary of clinical effectiveness issues 
 
In all trials patients were excluded if they had experienced the failure of more than two 
previous adequately dosed migraine preventative medications. However a sub-group analysis 
based on all three trials found that when topiramate 100mg/day and 200mg/day treated 
patients had previously taken a prophylaxis agent for migraine the efficacy of topiramate was 
unaffected. 

Topiramate 100mg/day showed significant benefit over placebo in all three trials for the 
primary efficacy variable compared with the two topiramate 50mg/day groups which were 
numerically but not significantly superior to placebo in reducing migraine frequency. The 
Summary of Product Characteristics states that the recommended total daily dose of 
topiramate is 100mg/day and notes that some patients may experience benefit at a dose of 
50mg/day. 

In the third study, where there was an active comparator arm, a statistical comparison 
between topiramate and propranolol was not done.  The authors of the published report noted 
that this was a limitation of the study and stated that the study was not powered for this 
comparison. They concluded that the topiramate 100mg/day and propranolol groups were 
similar, as assessed using confidence intervals, for the primary and secondary efficacy 
variables.   
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Summary of comparative health economic evidence 
 
The manufacturer submitted a decision tree model, made up of a “preventative module” and 
an “acute module” with a 1-year time horizon.  The model outcomes were: incremental cost 
per QALY and incremental cost per migraine event averted.  
 
The model compared prophylaxis with topiramate to an “acute treatment only” arm which 
assumes no prophylaxis treatment or clinical benefit. The model assumes that 40% of 
topiramate patients drop out in the first month of treatment and receive no clinical benefit for 
the 1-year period.   Patients continuing treatment are categorised into one of the following 
response categories: =75%, 75-50%, <50% for mean reduction in monthly migraine 
frequency. For the baseline case, all patients have 6 migraines per month on entry to model; 
those patients in the acute treatment only arm and those discontinuing topiramate continue to 
have 6 per month. 
 
Resources evaluated in the model include: A&E visits, hospitalisations, physician visits. 
These costs were estimated for each acute migraine episode and treatment type i.e. triptan 
or usual care defined as over-the-counter medications or other prescription acute medication 
other than triptans.  Migraine attacks treated with triptan medications were assumed to have a 
lower probability of requiring such resources compared to attacks treated with usual care. 
 
Utilities were computed from the SF-36 scores from the clinical trials for each of the response 
categories.   A monthly utility score of zero was assumed for patients discontinuing from 
topiramate treatment and for the “acute treatment only” comparator arm. 
 
The analysis considered both a NHS and societal perspective, where the societal perspective 
considered the indirect costs for lost productivity.  
 
The base case results report a cost per QALY of £5,728 compared to “acute treatment only” 
from an NHS perspective.  The incremental cost per migraine attack avoided was £10.13. 
 
Univariate sensitivity analyses were performed on the baseline migraine frequency, triptan 
use, treatment discontinuation rate and gain in health utilities.  The range for reported 
incremental cost/QALY was (£3,466-£14,230) when considering an NHS perspective. 
 
No costs were assumed for specialist care visits; 1.5 GP visits/year were assumed at a total 
cost of approx £28. This is considered to be an underestimate given that topiramate is to be 
managed under specialist supervision or shared care arrangements 
 

Patient and public involvement 
 
Patient Interest Group Submission: Migraine Action Association 
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Budget impact 
 
The manufacturer estimated the annual budget impact is estimated at £150 K in 2006, rising 
to £614K in 2008 and falling to £205 K in 2010 with the loss of patent. It is assumed that 
topiramate’s market share of patients treated in secondary care for migraine will be 9% (607 
patients) in 2006 and 12% (830) in 2010.  
 

Guidelines and protocols 
 
The British Association for the Study of Headache (BASH) published Guidelines for all doctors 
in the diagnosis and management of migraine and tension-type headache in August 2004. 
Topiramate is placed as a second line prophylactic agent.  The recommendations are based 
on evidence as well as expert clinical experience.  
 

 Additional information 
 
A Cochrane Review, Anticonvulsant drugs for migraine prophylaxis was published in 2004. It 
concluded that topiramate has demonstrated reasonable efficacy and that there is reasonable 
evidence to support the use of topiramate in routine clinical management of migraine 
prophylaxis.   
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Advice context: 
 

No part of this advice may be used without the whole of the advice being quoted in full.  
 

This advice represents the view of the Scottish Medicines Consortium and was arrived at 
after careful consideration and evaluation of the available evidence. It is provided to inform 
the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 
determining medicines for local use or local formulary inclusion. This advice does not 
override the individual responsibility of health professionals to make decisions in the exercise 
of their clinical judgement in the circumstances of the individual patient, in consultation with 
the patient and/or guardian or carer. 

 
This assessment is based on data submitted by the applicant company up to and including 
06 July 2006. 
 
Drug prices are those available at the time the papers were issued to SMC for consideration.   
 
The undernoted references were supplied with the submission.   
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Brandes JL, Saper JR, Diamond M  et al.  Topiramate for migraine prevention. A randomized 
controlled trial.  JAMA 2004 Feb 25; 291(8): 965-973 
 
Diener H-C, Tfelt-Hansen P, Dahlof C et al.  Topiramate in migraine prophylaxis.  J Neurol 
2004; 251: 943-950 
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Chronicle E, Mulleners W. Anticonvulsant drugs for migraine prophylaxis. The Cochrane 
Database of Systematic Reviews 2004, Issue 3. Art. No.: CD003226.pub2 DOI: 
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