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Abstract
Background: Rizatriptan is an effective and fast acting drug for the acute treatment of migraine.
Some nonsteroidal anti-inflammatory drugs (NSAID) have also demonstrated efficacy in treating
migraine attacks. There is evidence that the combination of a triptan and a NSAID decreases
migraine recurrence in clinical practice. The primary aim of this randomized open label study was
to assess the recurrence rates in migraine sufferers acutely treated with rizatriptan (RI) alone vs.
rizatriptan plus a COX-2 enzyme inhibitor (rofecoxib, RO) vs. rizatriptan plus a traditional NSAID
(tolfenamic acid, TO). We were also interested in comparing the efficacy rates within these three
groups.

Methods: We assessed 45 patients from a headache clinic in Rio de Janeiro (35 women and 10
men, ages 18 to 65 years, mean 37 years). Patients with IHS migraine were randomized to one out
of 3 groups, where they had to treat 6 consecutive moderate or severe attacks in counterbalanced
order. In group 1, patients treated the first two attacks with 10 mg RI, the third and fourth attacks
with RI + 50 mg RO and the last attacks with RI + 200 mg of TA. In group 2, we began with RI +
TA, followed by RI, and RI + RO. Group 3 treated in the following order: RI + RO, RI + TA, RI
alone. The presence of headache, nausea and photophobia at 1, 2 and 4 hours, as well as recurrence
and side effects were compared.

Results: A total of 33 patients finished the study, treating 184 attacks. The pain-free rates at 1 hour
were: RI: 15.5%; RI + RO: 22.6%; RI + TA: 20.3%(NS). Pain-free rates at 2 h were: RI: 37.9%; RI +
RO: 62.9%, and RI + TA: 40.6% (p = 0.008 for RI vs. RI + RO; p = 0.007 for RI + RO vs. RI + TA,
NS for RI vs RI + TA). At 4 h, pain-free rates were: RI: 69%; RI + RO: 82.3%; RI + TA: 78.1% (NS
for all comparisons). The combination of RI + RO was superior to RI and to RI + TA in regard of
the absense of nausea and photophobia at 4 hours. Recurrence (after being pain-free at 2 h) was
observed in 50% of patients treated with RI, in 15,4% of those treated with RI + RO, and in 7,7%
of those treated with RI + TA.

Conclusions: Despite the methodological limitations of this study, the combination of RI and RO
revealed a higher response rate at 2 hours. Recurrence was also clearly decreased with both
combinations in relation to the use of RI alone. Controlled studies are necessary to provide
additional evidence.
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Background
Triptans are effective drugs for the acute treatment of
migraine, and the drugs of choice for disabling migraine
attacks [1-4]. Rizatriptan (RI) is a fast acting triptan with
good efficacy at 2 hours. Placebo-controlled studies for
the 10 mg RI tablet found a 2-hour therapeutic gain rang-
ing from 27% to 40%, with headache relief at 2 hours
ranging from 70 to 77% and a pain-free response at 2 h
ranging from 40% to 44% (Placebo response ranging
from 2 to 10%). The recurrence rate for the 10 mg tablet
ranges from 30% to 47% [5-7]. Although being a very
effective triptan, incomplete relief and recurrence may
cause frustration to an expressive number of patients
[8,9].

Some non-steroidal anti-inflammatory drugs (NSAIDs)
such as acetylsalicylic acid, ibuprofen, diclofenac,
naproxen sodium, mefenamic acid, tolfenamic acid and
lysine clonixinate have also demonstrated efficacy in the
acute treatment of migraine [10-12]. The combination of
a triptan and a NSAID seems to decrease headache recur-
rence and increase the efficacy, being an interesting alter-
native in clinical practice to selected patients [13-15].
Rofecoxib (RO) is a long-acting (half-life of 17 hours)
member of a new class of NSAIDs, which selectively
inhibits the COX-2 enzyme, being therefore better toler-
ated with regard to gastrointestinal side effects [16,17]. Its
combination with RI seems to decrease the headache
recurrence and to increase the therapeutic gain at 2 hours
[15]. Tolfenamic acid (TA) is a traditional NSAID with
proven efficacy in the acute treatment of migraine. Its
combination with sumatriptan also decreases headache
recurrence in clinical practice [12,13].

Accordingly, in this randomized open label study we com-
pared RI alone vs. RI plus RO vs. RI plus TA in the acute
treatment of moderate or severe migraine attacks.

Methods
Forty-five patients from a private headache clinic in Rio de
Janeiro, Brazil, (35 women and 10 men, ages from 18 to
65 years, with a mean of 37 years) were enrolled. All
patients received a diagnosis of migraine according to the
criteria proposed by the IHS (International Headache
Society) [18], and were randomized to one out of 3
groups, where they treated 6 consecutive attacks in coun-
terbalanced order. To be included, subjects had to present
2–8 migraine attacks in the previous three months, use
medications to treat their attacks and to be on stable dose
of preventive treatments other than NSAID for more than
one month. Patients with a history of active peptic disease
as those receiving treatment for any other major medical
or psychiatric conditions were excluded. The past history
of taking any of the 3 study medications was not consid-
ered for inclusion/exclusion.

Patients randomized to Group 1 treated their first two
consecutive moderate or severe attacks with 10 mg RI, the
third and fourth consecutive attacks with RI + 50 mg RO
and the last two consecutive attacks with RI + 200 mg of
TA. In group 2, we began with RI + TA, followed by RI, and
RI + RO. Patients in group 3 treated in the following order:
RI + RO, RI + TA, and RI alone. This method of randomi-
zation allowed each group to start and to finish with a dif-
ferent drug scheme. The Institutional Review Board of the
University Federal Fluminense at Rio de Janeiro approved
the study and all patients were informed that the purpose
of this study was to test potential differences in efficacy
and recurrence and gave informed consent.

We assessed the following endpoints: Pain-free rates at 1,
2 and 4 hours; recurrence at 24 hours (defined as the
recurrence of headache after being pain-free at 2 hours);
presence of nausea and photophobia at 1, 2, and 4 hours;
side effects at any time point after receiving the study drug.
Endpoints were assessed trough an objective written
report to be filled out by each patient during each of the
treated attacks, and were also derived from headache cal-
endars. Data assessing previous habits regarding the
patient's timing of acute treatment of migraine attacks
were not collected. All patients were informed that treat-
ing attacks at mild severity would be considered protocol
violations and would not be used to draw conclusions.

Data were analyzed separately for each time point (hour
1, 2, or 4). A logistic regression model was built to control
for efficacy of treatment, sequence of treatment and attack
number. The method of generalized estimating equations
was used to account for the correlation within subjects.
Nausea and photophobia were analyzed using just those
attacks where the symptom was present at baseline.

Results
Thirty-three patients completed the study and treated a
total of 184 moderate or severe migraine attacks. Fourteen
attacks (6 patients), treated when pain was mild, were not
included in the analysis. Four patients of each of the
groups did not fill out the reports adequately and/or did
not follow the correct order of taking study drugs. Baseline
intensity is summarized in Table 1. Group 1 treated 58
attacks (40 moderate, 18 severe), group 2 treated 62
attacks (44 moderate, 18 severe) and group 3 treated 64
attacks (41 moderate, 23 severe) (NS).

The pain-free rates at 1 hour were: RI: 15.5%; RI + RO:
22.6%; RI + TA: 20,3% (NS). Pain-free rates at 2 h were:
RI: 37.9%; RI + RO: 62.9%, and RI + TA: 40,6% (p = 0.008
for RI vs. RI + RO; p = 0.007 for RI + RO vs. RI + TA, NS
for RI vs RI + TA). At 4 h, pain-free rates were: RI: 69%; RI
+ RO: 82.3%; RI + TA: 78.1% (NS for all comparisons)
(Table 2).
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Nausea was present in 80 attacks (43.5%) at baseline (27
attacks of Group 1, in 28 attacks of Group 2 and in 25
attacks from Group 3). After 2 hours and 4 hours, less
patients treated with RI + RO had nausea than those
treated with the single use of RI (p = 0.017). At 4 hours,
less patients treated with RI + TA had nausea than those
treated with the single use of RI (p = 0.032). There were no
statistically significant differences between the attacks
treated with the combinations RI + RO and RI + TA in all
time points (Table 3).

Photophobia was present in 102 (55.4%) of the 184
treated attacks at baseline. After 2 hours and 4 hours less
patients treated with the RI + RO had photophobia than
those treated with the single use of RI (respectively p =

0.010 and p = 0.023) or with the RI + TA (p = 0.003 and
p = 0.015) (Table 4).

Recurrence was observed in 50% of the attacks treated
with RI alone compared to 15,4% of those attacks treated
with the combination of RI +RO, and 7.7% of those
attacks treated with the combination of RI + TA. (Table 5,
p < 0.01 for RI vs. RI + RO; p < 0.01 for RI vs. RI + TA;
p=NS for RI + RO vs. RI + TA).

Adverse events were observed in 15 (25.8%) attacks
treated with RI, 17 (27.4%) treated with RI + RO, and 21
(32.8%) attacks treated with RI + TA (NS for all compari-
sons). Adverse events were mild and transient. In the
group treated with RI alone, the most frequent adverse
events were somnolence (8.6% of the attacks) and dizzi-

Table 1: Number of attacks by treatment and baseline intensity

RI RI + RO RI + TA

n % n % n %

Moderate 40 69.0 44 71.0 41 64.1
Severe 18 31.0 18 29.0 23 35.9
Total 58 100.0 62 100.0 64 100.0

RI: rizatriptan; RO: rofecoxib; TA: tolfenamic acid

Table 2: Pain free rates at consecutive timepoints.

Treatment 1 hour n/N (%) 2 hours n/N (%) 4 hour n/N (%)

RI 9/58 (15.5%) 22/58 (37.9%) 40/58 (69%)
RI + RO 14/62 (22.6%) 39/62 (62.9%) 60/62 (82.3%)
RI + TA 13/64 (20.3%) 26/64 (40.6%) 50/64 (79.1%)
P value NS for all comparisons P = 0.008 for RI vs RI + RO

P = 0.009 for RI vs RI + TA
NS for RI + RO vs RI + TA

NS for all comparisons

RI: rizatriptan; RO: rofecoxib; TA: tolfenamic acid; n: number of attacks with nausea; N: number of treated attacks.

Table 3: Absence of nausea at consecutive timepoints.

Treatment 1 hour n/N (%) 2 hours n/N (%) 4 hour n/N (%)

RI 7/27 (25.9%) 12/27 (44.4%) 17/27 (63%)
RI + RO 18/28 (35.7%) 20/28 (71.4%) 24/28 (85.7%)
RI + TA 5/25 (20%) 17/25 (68%) 22/25 (88%)
P value NS for all comparisons P = 0.01 for RI vs RI + RO

P = 0.09 for RI vs RI + TA
NS for RI + RO vs RI + TA

P = 0.04 for RI vs RI + RO
P = 0.03 for RI vs RI + TA
NS for RI + RO vs RI + TA

RI: rizatriptan; RO: rofecoxib; TA: tolfenamic acid; n: number of attacks with nausea; N: number of treated attacks.
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ness (8.6%). In the group treated with RI + RO, dyspepsia
happened in 4.8% of the attacks. Chest pain and tachycar-
dia were observed in one attack each. In the group treated
with RI + TA, dyspepsia happened in 6.2% of the attacks.

Discussion
This prospective randomized study demonstrated that the
combination of RI and a NSAID is associated with better
efficacy, decrease of associated symptoms, and decrease
on recurrence rates, compared to RI alone. However, our
data must be analyzed with caution. First, this is an open
study with inherent methodological flaws. Second, our
sample size is small, which may explain recurrence rates
of RI higher than usually presented in controlled studies.
Third, we didn't assess patient's satisfaction with each of
the chosen drug regimens. We tried to reduce the limita-
tions by randomizing patients in counterbalanced order,
thus reducing bias and increasing statistical power.

The triptans are a class of compounds acting through an
agonistic action at 5-HT 1B/1D receptors. Incomplete relief
in some patients, as well as recurrence of pain after com-
plete relief, may counteract adherence by not addressing
patient's expectations toward the acute migraine treat-
ment [8,9,19]. In a previous study, we had already
suggested that the combination of a triptan plus a NSAID
improves efficacy in clinical practice not only due to the

decrease in the recurrence rates, but also due to better effi-
cacy [13-15].

This study aimed to further investigate this hypothesis, by
assessing the efficacy of a long-acting NSAID with proven
efficacy in the acute treatment of migraine [20] combined
with RI, as well as RI associated with a traditionally effec-
tive NSAID. TA was chosen due to its action in the leuko-
triene synthesis as well [21-23].

Our findings are supported by previous studies. A study
assessing the efficacy of sumatriptan plus TA showed a
reduction in the recurrence rate from 62,5% to 23,8%;
with the combination of naproxen sodium plus
sumatriptan, the recurrence rates were 59% and 25.5%. A
study assessing the efficacy of RI + RO showed recurrence
rates of 53% and 20% [13-15]. Interestingly, in our study
the combination of RI +RO was significantly better not
only compared to the use of RI alone but also compared
to RI + TA with regard to pain free measures at 2 hours and
photophobia at 1, 2 and 4 hours.

The figures obtained in the present study were different
than those we observed in a previous trial comparing 10
mg RI with 10 mg RI + 25 mg RO [15]. In that study,
respectively 42%, 76.5% and 87.6% of the attacks treated
with the combination of RI + RO were pain free at 1, 2 and
4 hours. With regard to nausea, 49.1%, 79.2% and 90.6%
of the attacks with nausea at baseline were nausea free at
the time points 1, 2 and 4 hours. Although not significant,
there was a trend for the superiority of the combination
group over those taking RI alone, which was confirmed in
the present trial.

Rofecoxib shows clinical efficacy in studies of patients
with osteoarthritis and rheumatoid arthritism, similar to
diclofenac, naproxen and ibuprofen, all proven effective
in the acute treatment of migraine [10,24,25]. A recent
controlled study demonstrated the superiority of RO 25
mg and RO 50 mg against placebo. Both doses were more
effective in providing headache relief, as well as improv-
ing nausea and photophobia [20]. Its use in the short-

Table 4: Absence of photophobia at consecutive timepoints.

Treatment 1 hour n/N (%) 2 hours n/N (%) 4 hour n/N (%)

RI 8/32 (25%) 15/32 (46.9%) 23/32 (71.9%)
RI + RO 15/34 (44.1%) 26/34 (76.5%) 32/34 (94.1%)
RI + TA 8/36 (22.2%) 17/36 (47.2%) 26/36 (72.2%)
P value P = NS for RI vs RI + RO

P = NS for RI vs RI + TA
P = 0.02 for RI + RO vs RI + TA

P = 0.01 for RI vs RI + RO
P = NS for RI vs RI + TA

P = 0.003 for RI + RO vs RI + TA

P = 0.01 for RI vs RI + RO
P = NS for RI vs RI + TA

P = 0.01 for RI + RO vs RI + TA

RI: rizatriptan; RO: rofecoxib; TA: tolfenamic acid; n: number of attacks with photophobia; N: number of treated attacks.

Table 5: Recurrence rates according treatment group.

Treatment Recurrence Rate n/N (%)

RI 11/22 (50%)
RI + RO 6/39 (15.4%)
RI + TA 2/26 (7.7%)
P value P < 0.01 for RI vs RI + RO

P < 0.01 for RI vs RI + TA
P = NS for RI + RO vs RI + TA

RI: rizatriptan; RO: rofecoxib; TA: tolfenamic acid; n: attacks where 
recurrence were observed; N: number of treated attacks.
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term prevention of peri-menstrual migraine has been also
suggested in an open study [26]. In addition to its proven
efficacy, RO is followed by a significant lower incidence of
upper-gastrointestinal adverse events, such as perfora-
tions, ulcers and bleeds [24,25].

Tolfenamic acid is not only effective in migraine attacks
but may have comparable efficacy, according to some
studies, with ergotamine and sumatriptan. Studies show
that TA may provide relief in up to 77% of the patients at
2 hours [21,27].

Conclusions
Drug combinations in migraine treatment are common
among specialists and have a long background of funda-
mentals. Different neurotransmitter systems may be
involved in migraine pathophysiology as well as different
mechanisms may be involved in a migraine attack. Target-
ing it, when treating the patient, does represent a potential
way of achieving better results. Attempts to increase effi-
cacy and achieve patient's expectations can also represent
the difference between being effective or keep the adher-
ence in a patient's treatment [28-30]. Further controlled
studies are warranted to confirm these observations.

Competing Interests
None declared.

Author's contributions
AVK carried out the patient's selection, inclusion, treat-
ment, collecting the data and writing the initial
manuscript.

MEB carried out the revision of the statistical analysis as
well as the revision of the initial version of the
manuscript.

Acknowledgements
The authors wish to thank Dr Kathleen McCarrol for performing the sta-
tistical analysis.

References
1. Tfelt-Hansen P: Efficacy and adverse events of subcutaneous,

oral, and intranasal sumatriptan used for migraine treat-
ment: A systematic review based on number needed to
treat. Cephalalgia 1998, 18:532-538.

2. Solomon GD, Cady RK, Klapper JA, Early NL, Saper JR, Ramadan NM:
Clinical efficacy and tolerability of 2,5 mg zolmitriptan for
the acute treatment of migraine. Neurology 1997, 49:1219-1225.

3. Gobel G, Boswell D, Winter P, Crisp A: A comparison of the effi-
cacy, safety and tolerability of naratriptan and sumatriptan.
Cephalalgia 1997, 17:426-29.

4. Block GA, Goldstein J, Polis A, Reines SA, Smith ME: Efficacy and
safety of rizatriptan versus standard care during long-term
treatment for migraine. Headache 1998, 38:764-771.

5. Ferrari MD: Which Oral Triptan to Choose? In: Drug Treatment
of Migraine and Other Headaches. Mongr Clin Neurosci Volume 17. Edited
by: Diner HC. Basel: Karger; 2000:216-221. 

6. Teall J, Tuchman M, Cutler N, Gross M, Willoughby E, Smith B, Jiang
K, Reines S, Block G: Rizatriptan (MAXALT) for the acute

treatment of migraine and migraine recurrence. A placebo-
controlled, outpatient study. Headache 1998, 38:281-287.

7. Tfelt-Hansen P, Teall J, Rodriguez F, Giacovazzo M, Paz J, Malbecq W,
Block GA, Reines SA, Visser WH: Oral rizatriptan versus oral
sumatriptan: A direct comparative study in the acute treat-
ment of migraine. Headache 1998, 38:748-755.

8. Gobel H, Petersen-Braun M, Heinze A: Which properties do
patients expect of new and improved drugs in the treatment
of primary headache disorders? In: Frontiers in Headache Research.
Headache Treatment: Trial Methodology and New Drugs Volume 6. Edited
by: Olesen J, Tfelt-Hansen P. Philadelphia: Lippincott-Raven;
1997:93-97. 

9. Lipton RB, Stewart WF: Acute migraine therapy: Do doctors
understand what patients with migraine want from therapy?
Headache 1999, 39(suppl 2):S20-S26.

10. Limmroth V, Przywara S: In: Drug Treatment of Migraine and Other
Headaches. Mongr Clin Neurosci Volume 17. Edited by: Diner HC. Basel:
Karger; 2000:30-43. 

11. Krymchantowski AV, Barbosa JS, Cheim C, Alves L: Oral lysine clo-
nixinate in the acute treatment of migraine. A double-blind
placebo-controlled study. Arq Neuropsiquiatr 2001, 59(1):46-49.

12. Tfelt-Hansen P, McEwen J: Nonsteroidal Antiinflammatory
Drugs in the Acute Treatment of Migraine. In: The Headaches
2nd edition. Edited by: Olesen J, Tfelt-Hansen P, Welch KMA. Phila-
delphia:Lippincott-Raven; 2000:391-397. 

13. Krymchantowski AV, Adriano M, Fernandes D: Tolfenamic acid
decreases migraine recurrence when used with sumatriptan.
Cephalalgia 1999, 19:186-7.

14. Krymchantowski AV: Naproxen sodium decreases migraine
recurrence when administered with sumatriptan. Arq
Neuropsiquiatr 2000, 58(2-B):428-430.

15. Krymchantowski AV, Barbosa JS: Rizatriptan combined with
rofecoxib vs. rizatriptan for the acute treatment of
migraine: an open label pilot study. Cephalalgia 2002,
22:309-312.

16. Masferrer JL, Isakson PC, Seibert K, Cyclooxygenase-2 inhibitors: A
new class of anti-inflammatory agents that spare the gas-
trointestinal tract. Gastroenterol Clin North Am 1996,
25(2):363-372.

17. Langman MJ, Jensen DM, Watson DJ, Harper SE, Zhao PL, Quan H,
Bolognese JA, Simon TJ: Adverse upper gastrointestinal effects
of rofecoxib compared with NSAIDs. JAMA 1999,
282:1929-1933.

18. Headache Classification Subcommittee of the International Headache
Society: The International Classification of Headache
Disorders. Cephalalgia 2004, 24:24-36.

19. Ferrari MD, Goadsby PJ, Room KI, Lipton RB: Triptans (Serotonin,
5HT1B/1D agonists) in migraine: detailed results and meth-
ods of a meta-analysis of 53 trials. Cephalalgia 2002,
22(8):633-58.

20. Silberstein S, Tepper S, Brandes J, Diamond M, Goldstein J, Winner P,
Venkatraman S, Vrijens F, Malbecq W, Visser W, Reines S, Yuen E: A
randomized, double-blind, placebo-controlled study of
Rofecoxib 25 and 50 mg for the acute treatment of migraine.
Neurology 2003, 60(suppl 1):A337 Abstract.

21. Hakkarainen H, Vapaatalo H, Gothoni G, Parantainen J: Tolfenamic
acid is as effective as ergotamine during migraine attacks.
Lancet 1979, 2:326-328.

22. Parantainen J, Vapaatalo H, Hokkanen E: Clinical aspects of pros-
taglandins and leukotrienes (LT) in migraine. Cephalalgia 1986,
6(suppl 4):95-101.

23. Sheftell F, Rapoport A, Weeks R, et al.: Montelukast in the proph-
ylaxis of migraine: a potential role for leukotriene modifiers.
Headache 2000, 40:158-63.

24. Saag K, Van Der Heijde D, Fisher C, Samara A, DeTora L, Bolognese
J, et al.: Rofecoxib, a new cyclooxygenase 2 inhibitor, shows
sustained efficacy, comparable with other nonsteroidal anti-
inflammatory drugs. Arch Fam Med 2000, 9(10):1124-34.

25. Bombardier C, Laine L, Reicin A, Shapiro D, Burgos-Vargas R, Davis
B, for the VIGOR study group, et al.: Comparison of upper gas-
trointestinal toxicity of rofecoxib and naproxen in patients
with reumathoid arthritis. N Eng J Med 2000, 343:1520-8.

26. Mannix L, Von Seggern RL, Adelman JU: Rofecoxib for prevention
of menstrual migraine: An open-label study. Neurology 2003,
60(suppl 1):A405 Abstract.
Page 5 of 6
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.1998.1808532.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.1998.1808532.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.1998.1808532.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9827244
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9371897
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9371897
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9371897
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3810764.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3810764.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3810764.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11284464
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3804281.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3804281.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3804281.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9595867
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3810748.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3810748.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3810748.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11284463
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1111/j.1526-4610.1999.00006.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1111/j.1526-4610.1999.00006.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11299430
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11299430
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11299430
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.1999.1903186.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.1999.1903186.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10234467
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10920403
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10920403
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.2002.00369.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.2002.00369.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.2002.00369.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12100094
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9229578
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9229578
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9229578
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1001/jama.282.20.1929
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1001/jama.282.20.1929
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10580458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.2002.00404.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.2002.00404.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1468-2982.2002.00404.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12383060
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1016/S0140-6736(79)90343-X
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1016/S0140-6736(79)90343-X
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=89390
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3024845
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3024845
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.2000.00022.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.2000.00022.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10759916
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1001/archfami.9.10.1124
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1001/archfami.9.10.1124
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1001/archfami.9.10.1124
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11115219
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1056/NEJM200011233432103
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1056/NEJM200011233432103
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1056/NEJM200011233432103


BMC Neurology 2004, 4 http://www.biomedcentral.com/1471-2377/4/10
Publish with BioMed Central   and  every 
scientist can read your work free of charge

"BioMed Central will be the most significant development for 
disseminating the results of biomedical research in our lifetime."

Sir Paul Nurse, Cancer Research UK

Your research papers will be:

available free of charge to the entire biomedical community

peer reviewed and published immediately upon acceptance

cited in PubMed and archived on PubMed Central 

yours — you keep the copyright

Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp

BioMedcentral

27. Myllyla V, Havanka H, Herrala L, Kangasniemi P, Rautakorpi I, Turkka
J, Vapaatalo H, Eskerod O: Tolfenamic acid rapid release versus
sumatriptan in the acute treatment of migraine: Compara-
ble effect in a double-blind, randomized, controlled, parallel-
group study. Headache 1998, 38:201-7.

28. Bordini CA, Arruda MA, Cicciarelli MC, Speciali JG: Propranolol vs
flunarizine vs flunarizine plus propranolol in migraine with-
out aura prophylaxis. A double-blind trial. Arq Neuropsiquiatr
1997, 55(3-B):536-541.

29. Peroutka SJ: Beyond monotherapy: Rational polytherapy in
migraine. Headache 1998, 38:18-22.

30. Pascual J, Leira R, Lainez JM: Combined therapy for migraine
prevention? Clinical experience with a beta-blocker plus Val-
proate in 52 resistant migraine patients. Headache 2003,
43:586 Abstract.

Pre-publication history
The pre-publication history for this paper can be accessed
here:

http://www.biomedcentral.com/1471-2377/4/10/prepub
Page 6 of 6
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3803201.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3803201.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3803201.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9563211
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9629401
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9629401
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9629401
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3801018.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10.1046/j.1526-4610.1998.3801018.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9504998
http://www.biomedcentral.com/1471-2377/4/10/prepub
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Results
	Table 1
	Table 2
	Table 3
	Table 4
	Table 5

	Discussion
	Conclusions
	Competing Interests
	Author's contributions
	Acknowledgements
	References
	Pre-publication history

