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Abstract

To assess the efficacy and safety of combined sumatriptan and naproxen sodium compared with sumatriptan monotherapy in
the acute treatment of migraine. Clinical trials were identified through electronic searches (MEDLINE, CINALH, EBM review and
the Cochrane Library) up to February 2011 and historical searches of relevant articles. Studies were included in the meta-
analysis if they were 1) double-blind, randomized, controlled trials that evaluated sumatriptan plus naproxen sodium against
sumatriptan in moderate or severe migraine in adult patients, and 2) reporting the efficacy in terms of headache relief, pain-free,
relief of migraine-associated symptoms, sustained headache relief, sustained pain-free, or headache recurrence. Two authors
independently extracted data and assessed study quality. Disagreements were resolved by a third investigator. Treatment
effects and adverse effects were expressed as risk ratio (RR). Three trials involving a total of 1952 patients were included in the
meta-analysis. Sumatriptan plus naproxen sodium was more effective than sumatriptan alone in providing headache relief and
pain-free within 2 hours (pooled RR 1.20; 95%CI 1.11-1.30, p < 0.00001, and 1.42; 95%CI 1.23-1.65, p < 0.00001,
respectively). It was also superior to sumatriptan monotherapy in achieving headache relief at 4 hours, relief of migraine-
associated symptoms, sustained headache relief, and sustained pain-free responses. The risk of headache recurrence reduced
significantly with sumatriptan plus naproxen sodium (pooled RR 0.64, 95% CI 0.51-0.80, p = 0.0001). Combined therapy of
sumatriptan and naproxen sodium was as well tolerated as sumatriptan monotherapy. Its effectiveness relative to currently
available treatments has yet to be further defined by appropriate head-to-head clinical trials.

INTRODUCTION

Migraine is a chronic neurovascular disorder characterized
by recurrent attacks of headache accompanied by gastro-
intestinal and neurological symptoms that typically last from

4 to 72 hours1. The prevalence in adult populations ranges
from 0.7% to 22%, with the highest prevalence in both men

and women between the ages of 25 and 55 years2. Migraine
also poses a significant burden on the health care system in
terms of the cost of prescription drugs and care in inpatient,

outpatient and emergency settings3. Approaches to treating
migraine include nonpharmacologic and pharmacologic
treatments for acute migraine and for its prophylaxis.
Pharmacologic treatment of migraine attacks primarily aims
at alleviating head pain and symptoms accompanying
migraine, avoiding headache recurrence, restoring patient’s
ability to function, and minimizing the use of rescue

medications4. These goals are normally achieved with
analgesics and non-steroidal anti-inflammatory drugs

(NSAIDs), opioids, ergotamines, and triptans. New
strategies in acute treatment have recently been investigated,
for example, calcitonin gene-related peptide (CGRP)

receptor antagonists and serotonin 5-HT1F receptor agonists5.

Sumatriptan, the first available triptan, is a selective agonist
for 5-HT1B and 5-HT1D receptors. The anti-migraine effect

results from three main mechanisms of action, i.e. cranial
vasoconstriction, peripheral trigeminal inhibition, and
inhibition of transmission through second order neurons of

the trigeminocervical complex6. In moderate to severe
migraine, sumatriptan 100 mg has been reported to have

similar efficacy to zolmitriptan 5 mg7 and almotriptan 12.5

mg and 25 mg8 and be superior to naratriptan 2.5 mg9. A 50
mg dose has been shown to be as effective as effervescent
aspirin 1000 mg but associated with higher incidence of

adverse events10.

Naproxen is an effective nonselective inhibitor of cyclo-
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oxygenase (COX), resulting in the inhibition of
prostaglandin synthesis mediated via both COX-1 and
COX-2. Naproxen sodium improved the solubility of
naproxen, achieving fast absorption and rapid onset of
action. The recent meta-analysis has demonstrated that
naproxen sodium is effective in reducing headache intensity,
rendering patients pain-free within 2 hours, improving
nausea, photophobia, and phonophobia, and sustaining
headache relief and pain-free from 2 hours through 24 hours

after dosing11.

As both sumatriptan and naproxen sodium have been
reported to be effective in treating migraine attack through
different mechanisms of action, combining sumatriptan and
naproxen sodium may offer more favourable clinical
benefits over monotherapy with either agent. In April, 2008,
the US Food and Drug Administration approved
sumatriptan-naproxen fixed combination tablet developed
specifically to target multiple migraine mechanisms. We
therefore undertook a systematic review and meta-analysis
of the available evidence to evaluate the efficacy and safety
of sumatriptan plus naproxen sodium compared with
sumatriptan alone in an attempt to determine its therapeutic
benefit in the treatment of migraine attacks.

METHODS

IDENTIFICATION OF STUDIES

Reports of randomized controlled trials of combination
therapy of sumatriptan and naproxen sodium were identified
through a systematic search of MEDLINE, CINAHL, EBM
review, and the Cochrane Library. The bibliographic
databases were searched from their respective inception to
February 2011. The MeSH search terms used were
“sumatriptan”, “naproxen”, “migraine disorders”, “headache
disorders”, “vascular headaches” and “randomized
controlled trial”. This was followed by keyword search using
“naproxen sodium”, “cephalalgia”, and “cephalgia” as
keywords. The reference lists of all retrieved articles, meta-
analyses, systematic and narrative reviews were also scanned
to identify possible published randomised controlled trials.
No language restriction was imposed.

STUDY SELECTION

Two reviewers independently screened abstracts in
accordance with the inclusion criteria. Any discrepancies
were resolved by a third reviewer. Full-text articles were
retrieved and reviewed. The studies were included in the
meta-analysis if they were 1) double-blind, randomized

controlled trials that evaluated oral sumatriptan combined
with naproxen sodium against sumatriptan monotherapy in
moderate or severe migraine attacks in adult patients, and 2)
reporting the efficacy in terms of headache relief, pain-free,
relief of migraine-associated symptoms, sustained headache
relief, sustained pain-free, or headache recurrence.

DATA EXTRACTION AND QUALITY
ASSESSMENT

Data extraction and study quality assessment were
performed independently by two investigators using a
standardized form. Disagreements were resolved by a third
investigator. The data abstracted were the year of
publication, study location, study design, patient
characteristics, number of patients, treatment regimen,
outcome measures. The incidence of any adverse effects was
also recorded. The methodological quality of study was
assessed using the scale developed by Jadad et al. which
focuses exclusively on the control of bias in randomization,

blinding, and patient attrition12. Out of the possible
maximum score of 5 points, studies with a score of 2 points
or less were classified as ‘low quality’, while those with a
score of 3 points or more were of ‘high quality’.

STATISTICAL ANALYSIS

Primary outcome was headache relief at 2 hours. Secondary
outcomes included headache relief at 4 hours, pain-free at 2
hours, relief of migraine-associated symptoms at 2 hours,
sustained headache relief, sustained pain-free, headache
recurrence, and safety. Headache relief rate was defined as
the proportion of patients in whom headache severity
decreased from moderate or severe (grade 2, 3) to mild or no
headache (grade 0, 1), according to the IHS criteria. Pain-
free rate was defined as the proportion of patients whose
headache severity reduced to no pain at 2 hours post dose.
Sustained headache relief was estimated based on the
proportion of patients whose headache of moderate or severe
pain reduced to mild or none pain at 2 hours post dose with
no return of moderate or severe pain within 24 after dosing.
Sustained pain-free rate was the percentage of patients
without any recurrence of headache within 24 hours of initial
dose. Relief of accompanying migraine symptoms, namely
nausea, photophobia, and phonophobia, was estimated based
on the proportion of patients with such symptoms at the
beginning of treatment reduced to none at 2 hours post-dose.
Headache recurrence rate was the proportion of patients
whose headache of moderate or severe pain reduced to mild
or none at 2 hours, but subsequently recurred within 24
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hours of initial dose. Safety was assessed based on the
number of patients who experienced any adverse effects.
The results of individual studies were analysed on an
intention-to-treat basis. Treatment effects and adverse effects
were expressed as risk ratio (RR), risk difference (RD), and
number needed to treat (NNT) as well as 95% confidence
interval. The inverse variance-weighted method was used for
the pooling of RR, RD and the estimation of 95% confidence

interval13. The number needed to treat was calculated as the
inverse of the pooled risk difference. A random effects
model was used when the Q-statistic for heterogeneity was

significant at the level of 0.114, otherwise the fixed effects

model was used13. The degree of heterogeneity was
quantified using I-squared statistic which is the percentage

of total variation across studies due to heterogeneity15. The
statistical analysis was undertaken using RevMan version
5.0.25 (Cochrane Collaboration, Oxford, UK). P-value of
less than 0.05 was considered to be statistically significant.

RESULTS

STUDY CHARACTERISTICS

Figure 1 summarizes the process of identifying eligible

studies. We identified 9 published papers16-23 reporting the
results of 10 randomized controlled trials of sumatriptan plus
naproxen sodium in the treatment of migraine. All were
published in English. Of these, four trials compared

sumatriptan-naproxen sodium against placebo 20-23 and one
was also placebo-controlled and measured prostaglandin
levels in the saliva of individuals during menstrual

migraine24. These five trials were excluded. One trial each
reported the number of recurrence in relation to the number

of attacks treated16 and function, productivity, and

satisfaction outcomes19. They were then further excluded.
The remaining two papers involving the results of 3 trials

met our inclusion criteria for meta-analysis17, 18. It was noted

that one paper18 reported the results from two trials and,
therefore, was treated as two separated studies. All the
studies included in our systematic review were of high

quality. Doses of sumatriptan were 50 mg17 or 85 mg18 and
naproxen sodium 500 mg. Characteristics of the included
trials are presented in the Table.

Figure 1

Fig 1 Study selection process

Figure 2

Table. Characteristics of randomized controlled trials of
sumatriptan plus naproxen sodium in acute migraine
treatment

EFFICACY

HEADACHE RELIEF

A total of 1952 patients were involved in the three trials of
combination treatment of sumatriptan and naproxen sodium
that reported the results in terms of the proportion of patients
whose pain intensity reduced from severe or moderate to

mild or none within 2 and 4 hours after treatment17, 18. There
was no significant heterogeneity among study results. As
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expected, sumatriptan plus naproxen sodium was more
effective than sumatriptan alone. The pooled RRs were 1.20
(95% CI 1.11-1.30, p < 0.00001), and 1.20 (95% CI
1.13-1.28, p < 0.00001) at 2 and 4 hours postdose,
respectively (Figure 2). The risk differences yielded the
means numbers needed to treat of 10 (95% CI 7-17) and 8
(95% CI 6-12), respectively.

PAIN-FREE AT 2 HR

Patients receiving combined therapy were more likely to
become pain-free at 2 hours compared with those treated
with sumatriptan monotherapy. The pooled RR was 1.42
(95% CI 1.23-1.65, p < 0.00001). (Figure 2) On average,
treating 10 (95% CI 8-17) patients with sumatriptan plus
naproxen sodium would result in one patient who becomes
pain-free within 2 hours.

RELIEF OF MIGRAINE-ASSOCIATED
SYMPTOMS

In patients who experienced nausea, photophobia, or
phonophobia during migraine attacks, the relief of such
symptoms at 2 hours was increased by 51% (95% CI
21%-87%, p = 0.0002), 21% (95% CI 5%-39%, p = 0.01),
and 26% (95% CI 10%-45%, p = 0.0007), respectively, with
the combination of sumatriptan and naproxen sodium
compared with sumatriptan. The means number needed to
treat for nausea, photophobia, and phonophobia were 8 (95%
CI 5-17), 15 (95% CI 8-50), and 10 (95% CI 7-25),
respectively.

SUSTAINED HEADACHE RELIEF

Headache relief from 2 hours through 24 hours after dosing
was better with sumatriptan plus naproxen sodium than with
sumatriptan alone. The pooled risk difference of 0.13 (95%
CI 0.08-0.17) corresponded to the mean number needed to
treat of 8 (95% CI 6-13).

Figure 3

Fig 2 Efficacy of sumatriptan plus naproxen sodium versus
sumatriptan in acute migraine attack

SUSTAINED PAIN-FREE

Similarly, the risk of pain-free at 2 hours post-dose with no
return of headache pain within 24 hours of the initial dose
was increased with the combined therapy compared with
sumatriptan. The pooled risk difference was 0.10 (95% CI
0.07-0.13, p < 0.00001), corresponding to the mean number
needed to treat of 10 (95% CI 8-15).

HEADACHE RECURRENCE

Among those who experienced headache relief at 2 hours
after initial dose, the risk of headache recurrence within 24
hours after dosing was reduced by 36% (95% CI 20%-49%)
with the combination of sumatriptan and naproxen sodium
compared with sumatriptan alone (pooled RR 0.64, 95% CI
0.51-0.80, p = 0.0001).

SAFETY

All three trials17, 18 reported the number of patients who
experienced at least one adverse event that could be
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transformed to adverse events rate. The adverse event rates
ranged from 23% to 28% in both groups. Surprisingly, the
risk of any adverse events did not differ between sumatriptan
plus naproxen sodium and sumatriptan monotherapy (pooled
RR 1.00, 95% CI 0.86-1.16). The adverse events commonly
reported among the two groups were somnolence, dizziness,
paresthesia, and tinnitus.

DISCUSSION

A combination tablet containing sumatriptan 85 mg (as
sumatriptan succinate) and naproxen sodium 500 mg has
recently been approved by the US Food and Drug

Administration for the acute treatment of migraine18. As
triptans and NSAIDs target distinct aspects of the vascular
and inflammatory processes hypothesized to underlie
migraine headaches, it is not surprising that the combination
therapy is more effective than sumatriptan monotherapy in
the acute treatment of migraine as shown in our meta-
analysis. Sumatriptan 50 or 85 mg plus naproxen sodium
500 mg was associated with more patients achieving
headache relief, pain-free response, sustained headache
relief, sustained pain-free response, and relief of migraine-
associated symptoms. The risk of headache recurrence
significantly reduced with combination therapy compared
with sumatriptan monotherapy. The risk of adverse events
did not differ between the two groups. The adverse events
commonly reported were somnolence, dizziness, paresthesia,
and tinnitus.

The International Headache Society (IHS) recommends that
the proportion of patients with pain-free at 2 hours be used
as a primary efficacy measure in clinical trials of drugs in
migraine as it is clinically relevant and reflects patients’

expectations25. Headache relief at 2 hours, sustained pain-
free, and time to meaningful pain relief can be used as
secondary efficacy measures. Despite the IHS
recommendation and its limited clinical relevance, headache
relief (or headache response) has been commonly used as the
primary endpoint in many trials in migraine. As migraine is
often related with associated symptoms namely nausea,
photophobia, and phonophobia, it is also important that
drugs used for migraine attack be effective against these

symptoms25.   The three trials included in our meta-analysis
reported the primary efficacy measure in terms of headache
relief at 2 hours postdose. We, therefore, used it as the
primary outcome in this meta-analysis.  The secondary
efficacy measures comprised headache relief at 4 hours,
pain-free at 2 hours, sustained headache relief, sustained

pain-free, relief of migraine-associated symptoms at 2 hours,
and headache recurrence. All these measures were included
in our meta-analysis.

Migraine pathophysiology involves a combination of events,
including the cortical spreading depression (CSD) and the
release of inflammatory mediators such as prostaglandin E2
(PGE2) and nitric oxide which have direct effect on
perivascular nociceptors. CSD also triggers the complex
mechanisms of afferent and efferent trigeminal vascular
events by stimulating the release of CGRP from the
trigeminovascular system. PGE2 has also been shown to
stimulate CGRP release from the primary cultures of adult

rat trigeminal neurons26. The superiority of sumatriptan plus
naproxen sodium over sumatriptan alone can be explained
by dual mechanisms targeting both serotonergic
dysmodulation and inflammation in migraine. Triptans and
NSAIDs target different aspects of the vascular and
inflammatory processes hypothesized to underlie migraine
headaches. Triptans reduce CGRP-mediated vasodilation,
inhibit the release of inflammatory mediators from
trigeminal nerves, and decrease the transmission of pain

impulses to the trigeminal nucleus caudalis27, 28. In particular,
sumatriptan acts as 5-HT1B/1D receptor agonist. 5-HT1B

receptors are expressed mainly on cranial blood vessels
whereas 5-HT1D receptors are expressed on presynaptic

trigeminal nerve. Stimulation of 5-HT1D receptors by

sumatriptan will inhibit CGRP and substance P release, thus
decreasing neurogenic inflammation and preventing central
sensitization. NSAIDs inhibit the synthesis of prostaglandins
and may mitigate meningeal inflammation while preventing
or mitigating central sensitization arising from activation of

glial cells in the brain stem29, 30. Naproxen sodium is more
water soluble and provides faster onset of action when
compared with naproxen base. Naproxen sodium reversibly
inhibits COX-1 and COX-2 enzymes and thereby inhibits
prostaglandin synthesis. This mechanism would help reduce
CGRP and substance P release from presynaptic trigeminal
nerve. Therefore, the combination of sumatriptan and
naproxen sodium has pharmacologic rationale since they
have different mechanism of actions. Besides the favourable
pharmacodynamic combination, the analgesic effects of
naproxen which lasts for up to 7 hours would help prolong
pain relief when used in combination with short half-life

triptans23. Sumatriptan is short-acting drug, with plasma half-
life of 2-2.5 hours, therefore the recurrence of headache is

common31.
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Not all patients respond to sumatriptan. Response rates in
terms of headache relief at 2 hours after treatment with oral

sumatriptan has been reported to be approximately 60%32.
Among the patients who do respond, about one in three

experience headache recurrence within 24 hours33. As
demonstrated in our meta-analysis, sumatriptan combined
with naproxen sodium further reduced the risk of headache
recurrence by 36% (95% CI 20%-49%) in comparison with
sumatriptan alone. Sumatriptan plus naproxen sodium thus
may offer an alternative option for migraineurs who failed to
response adequately to sumatripan monotherapy. Although
the risks of adverse events were similar between the two
regimens, the use of combination therapy should be cautious
as both triptans and NSAIDs have been reported to be

associated with serious cardiovascular side-effects5, 34.

Our meta-analysis was not without limitation. Only
published trials were included and only three studies were
pooled.  This may introduce a bias in favor of combination

therapy. A funnel plot and the method of Egger et al.35 are
normally performed to assess possible publication bias in
meta-analysis. However, we did not conduct such test as the
number of studies included was too small.  Although the
trials assessing different doses of sumatriptan (50 and 85
mg) were combined, no significant heterogeneity was
observed. Given its overall efficacy and tolerability as
demonstrated in our meta-analysis, sumatriptan plus
naproxen sodium may offer an alternative in the treatment of
migraine headache in migraineurs who do not respond
adequately with either sumatriptan or naproxen sodium
monotherapy. Nevertheless, further trials are needed for
head-to-head comparison with other active agents currently
available for the acute treatment of migraine in order to
clearly establish its place in oral therapy of migraine
headache.

CONCLUSIONS

The combination of sumatriptan and naproxen sodium offers
more clinical benefits than sumatriptan monotherapy in the
treatment of moderate to severe migraine attacks in adults.
Sumatriptan 50 or 85 mg plus naproxen sodium 500 mg is
consistently effective in alleviating headache, rendering
patients pain-free within 2 hours, improving nausea,
photophobia, and phonophobia, and sustaining headache
relief and pain-free from 2 hours through 24 hours after
dosing. It was well-tolerated and caused no more adverse
events than sumatriptan monotherapy. Further high-quality,
head-to-head trials comparing the combination therapy

against other active comparators are warranted to better
establish its place in oral therapy in the acute treatment of
migraine.

ACKNOWLEDGMENT

We thanks Vorachart Lertpipopmetha and Bhakanit
Tepwitukgid for their help in some of data assembly.

References

1. Headache Classification Committee for the International
Headache Society. The international classification of
headache disorders: second edition. Cephalalgia; 2004;
24(Suppl 1):1-151.
2. Lipton RB, Bigal ME. Migraine: epidemiology, impact,
and risk factors for progression. Headache; 2005; 45(Suppl
1):S3-S13.
3. Hawkins K, Wang S, Rupnow M. Direct cost burden
among insured US employees with migraine. Headache;
2008; 48:553-63.
4. Landy S. Migraine throughout the life cycle. Treatment
through the ages. Neurology; 2004; 62(Suppl 2):S2-S8.
5. Goadsby PJ, Sprenger T. Current practice and future
directions in the prevention and acute treatment of migraine.
Lancet Neurol; 2010; 9:285-98.
6. Goadsby PJ. The pharmacology of headache. Prog
Neurobiol; 2000; 65:509-25.
7. Chen LC, Ashcroft DM. Meta-analysis examining the
efficacy and safety of almotriptan in the acute treatment of
migraine. Headache; 2007; 47:1169-1177.
8. Chen LC, Ashcroft DM. Meta-analysis of the efficacy and
safety of zolmitriptan in the acute treatment of migraine.
Headache; 2008; 48:236-247.
9. Ashcroft DM, Millson D. Naratriptan for the treatment of
acute migraine: meta-analysis of randomised controlled
trials. Pharmacoepidemiol Drug Saf; 2004; 13:73-82.
10. Lampl C, Voelker M, Diener HC. Efficacy and safety of
1,000 mg effervescent aspirin: individual patient data meta-
analysis of three trials in migraine headache and migraine
accompanying symptoms. J Neurol; 2007; 254:705-12.
11. Suthisisang CC, Poolsup N, Suksomboon N,
Lertpipopmetha V, Tepwitukgid B. Meta-analysis of the
efficacy and safety of naproxen sodium in the acute
treatment of migraine. Headache; 2010; 50:808-818.
12. Jadad AR, Moore RA, Carroll D, Jenkinson C, Reynolds
DJ, Gavaghan DJ, McQuay HJ. Assessing the quality of
reports of randomized clinical trials: is blinding necessary?
Control Clin Trials; 1996; 17:1-12.
13. Whitehead A, Whitehead J. A general parametric
approach to the meta-analysis of randomised clinical trial.
Stat Med; 1991; 10:1665-1677.
14. DerSimonian R, Laird N. Meta-analysis in clinical trials.
Control Clin Trials; 1986; 7: 177-188.
15. Higgin JP, Thompson SG, Deeks JJ, Altman DG.
Measuring inconsistency in meta-analysis. BMJ; 2003;
327:557-560.
16. Krymchantowski AV. Naproxen sodium decreases
migraine recurrence when administered with sumatriptan.
Arq Neuropsiquiatr; 2000; 58:428-430.
17. Smith TR, Sunshine A, Stark SR, Littlefield DE, Spruill
SE, Alexander WJ. Sumatriptan and naproxen sodium for
the acute treatment of migraine. Headache; 2005;
45:983–991.
18. Brandes JL, Kudrow D, Stark SR, O'Carroll CP,
Adelman JU, O'Donnell FJ, Alexander WJ, Spruill SE,



Efficacy And Safety Of Sumatriptan Plus Naproxen Sodium In The Acute Treatment Of Migraine:
Systematic Review And Meta-Analysis Of Randomized Controlled Trials

7 of 8

Barrett PS, Lener SE. Sumatriptan-naproxen for acute
treatment of migraine: a randomized trial. JAMA; 2007;
297:1443-1454.
19. Landy S, DeRossett SE, Rapoport A, Rothrock J, Ames
MH, McDonald SA, Burch SP. Two double-blind,
multicenter, randomized, placebo-controlled, single-dose
studies of sumatriptan/naproxen sodium in the acute
treatment of migraine: function, productivity, and
satisfaction outcomes. MedGenMed; 2007; 9:53.
20. Silberstein SD, Mannix LK, Goldstein J, Couch JR, Byrd
SC, Ames MH, McDonald SA, Lener SE, Toso C.
Multimechanistic (sumatriptan-naproxen) early intervention
for the acute treatment of migraine. Neurology; 2008;
71:114-121.
21. Lipton RB, Dodick DW, Adelman JU, Kaniecki RG,
Lener SE, White JD, Nelsen AC . Consistency of response to
sumatriptan/naproxen sodium in a placebo-controlled,
crossover study. Cephalalgia; 2009; 29:826-36.
22. Mannix LK, Martin VT, Cady RK, Diamond ML, Lener
SE, White JD, Derosier FJ, McDonald SA. Combination
treatment for menstrual migraine and dysmenorrhea using
sumatriptan-naproxen: two randomized controlled trials.
Obstet Gynecol; 2009; 114:106-13.
23. Mathew NT, Landy S, Stark S, Tietjen GE, Derosier FJ,
White J, Lener SE, Bukenya D. Fixed-dose sumatriptan and
naproxen in poor responders to triptans with a short half-life.
Headache; 2009; 49:971-82.
24. Durham PL, Vause CV, Derosier F, McDonald S, Cady
R, Martin V. Changes in salivary prostaglandin levels during
menstrual migraine with associated dysmenorrhea.
Headache; 2010; 50:844-851.
25. International Headache Society Clinical Trials
Subcommittee. Guidelines for controlled trials of drugs in
migraine: second edition. Cephalalgia; 2000; 20:765-786.
26. Jenkins DW, Feniuk W, Humphrey PP. Characterization
of the prostanoid receptor types involved in mediating

calcitonin gene-related peptide release from cultured rat
trigeminal neurones. Br J Pharmacol; 2001; 134:1296-1302.
27. Moskowitz MA, Cutrer FM. Sumatriptan: A receptor-
targeted treatment for migraine. Annu Rev Med; 1993;
44:145–154.
28. Burstein R. Deconstructing migraine headache into
peripheral and central sensitization. Pain; 2001; 89:107–110.
29. Burstein R, Jakubowski M. Implications of
multimechanism therapy: When to treat? Neurology; 2005;
64(Suppl. 2):S16–S20.
30. Jakubowski M, Levy D, Kainz V, Zhang XC, Kosaras B,
Burstein R. Sensitization of central trigeminovascular
neurons: Blockade by intravenous naproxen infusion.
Neuroscience; 2007; 148:573–583.
31. Lacey LF, Hassey EK, Fowler PA. Single dose
pharmacokinetics of sumatriptan in healthy volunteers. Eur J
Clin Pharmacol; 1995; 47:543-8.
32. Ferrari MD, Goadsby PJ, Roon KI, Lipton RB. Triptans
(serotonin, 5-HT1B/1D agonists) in migraine: detailed
results and methods of a meta-analysis of 53 trials.
Cephalalgia; 2002; 22:633-58.
33. Visser WH, Jaspers NM, de Vriend RH, Ferrari MD.
Risk factors for headache recurrence after sumatriptan: a
study in 366 migraine patients. Cephalalgia; 1996;
16:264-269.
34. Dodick D, Lipton RB, Martin V, Papademetriou V,
Rosamond W, MaassenVanDenBrink A, Loutfi H, Welch
KM, Goadsby PJ, Hahn S, Hutchinson S, Matchar D,
Silberstein S, Smith TR, Purdy RA, Saiers J; Triptan
Cardiovascular Safety Expert Panel. Consensus statement:
cardiovascular safety profile of triptans (5-HT1B/1D
agonists) in the acute treatment of migraine. Headache;
2004; 44:414-425.
35. Egger M, Davey SG, Schneider M, Minder C. Bias in
meta-analysis detected by a simple, graphical test. BMJ;
1997; 315:629-634.



Efficacy And Safety Of Sumatriptan Plus Naproxen Sodium In The Acute Treatment Of Migraine:
Systematic Review And Meta-Analysis Of Randomized Controlled Trials

8 of 8

Author Information

Chuthamanee C Suthisisang, PhD
Associate Professor, Department of Pharmacology, Faculty of Pharmacy, Mahidol University

Nalinee Poolsup, PhD
Associate Professor, Department of Pharmacy, Faculty of Pharmacy, Silpakorn University

Naeti Suksomboon, PhD
Associate Professor, Department of Pharmacy, Faculty of Pharmacy, Mahidol University


