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This prospective multicentre, double-blind, randomized, parallel-group, placebo-
controlled trial evaluated the efficacy and safety of a single dose of eletriptan 20 mg,
40 mg and 80 mg in Japanese migraineurs. A total of 402 adult Japanese migraineurs
were diagnosed using International Headache Society (IHS) criteria. At 2 h after a single
dose, the headache response rates of eletriptan 20 mg, 40 mg, 80 mg and placebo were
64%, 67%, 76% and 51%, respectively, with all doses significantly superior to placebo
(P<0.05). Eletriptan had a statistically significant dose response for headache relief
and pain-free response at 2 h post-dose (P=0.0011 and P=0.0291, respectively). Most
all-causality adverse events were mild and there were no deaths or discontinuations.
Saliva samples were used to assess serum eletriptan levels 2 h post-dose. Pharmaco-
kinetic evaluations showed no clinically significant differences between Japanese and
Western subjects. Eletriptan was shown to be efficacious, safe, and well tolerated in
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Introduction

This study assessed the efficacy, safety and tolerability
of a single dose of eletriptan 20 mg, 40 mg and 80 mg
in Japanese migraineurs. Eletriptan is a potent, selective
5-HT15/1p/1F agonist that has been shown to provide
rapid and effective relief of migraine symptoms in
Western populations (1-4).

Japan and Western countries both use International
Headache Society (IHS) criteria to define and diagnose
migraine and prescribe therapy (5, 6). The prevalence of
migraine is similar in both Japan and the West (5).
However, as the pathophysiology of migraine is
unknown, we do not know whether therapies shown
to be efficacious, safe and well tolerated in Western
populations will be as beneficial in treating migraineurs
in a population with many ethnic and cultural differ-
ences from the West.

In studies to date, eletriptan clinical data have been
collected in populations with a composition typical for

*The members of the Eletriptan Steering Committee in Japan are
listed at the end of this article.
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Europe and the United States. Rather than duplicate
entire clinical programmes to determine safety and
efficacy for specific ethnic groups, it is now possible
to extrapolate or ‘bridge’ clinical data from one popu-
lation to another. The International Conference on
Harmonization (ICH) of Technical Requirements for
Registration of Pharmaceuticals for Human Use facil-
itates the registration of drugs and biologics among the
European Union, Japan and the United States. The ICH
has established the bridging concept to evaluate the
impact of ethnic factors on the efficacy and safety of a
drug or biological product using an established dosage
and regimen (7). A bridging programme using the ICH
strategy should accelerate the availability of the new and
beneficial treatment for migraineurs in areas outside
Europe and the United States, e.g. Japan, and should
lessen the need to expose patients to unnecessary
duplicate placebo-controlled trials.

To gain Japanese acceptance of eletriptan, a bridging
study was designed to extrapolate Western efficacy
and safety data to the Japanese patient population
in accordance with ICH guidelines. This study was
the first step in evaluating the clinical response of
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Japanese migraineurs to eletriptan therapy, and it is
intended to be used in future comparisons with similarly
conducted Western studies. In addition to clinical
efficacy and safety comparisons, pharmacokinetic and
pharmacodynamic evaluations must also be conducted
to identify any clinically significant differences between
Japanese and Western patients.

Cooper et al. have shown that a high pressure
liquid chromatography (HPLC) assay of a patient’s
saliva can be used to quantify the amount of eletriptan
and a metabolite, UK-135,800, which correlates with
the patient’s serum levels (8). This non-invasive proce-
dure was used in this study because it allowed for
a pharmacokinetic evaluation of eletriptan in an
outpatient setting.

Methods

Ethical conduct

This study was conducted in accordance with the
ethical principles originating from the Declaration of
Helsinki (1989). The study protocol was reviewed and
approved by appropriate independent ethics com-
mittees. Written informed consent was obtained from
patients before they participated in the study. Investi-
gators would remove a patient from the study if
continued participation was believed to be detri-
mental based on clinically significant adverse events
or laboratory abnormalities.

Patients

Randomized patients were males or females who were
neither pregnant nor breast-feeding and ranged in age
from 18 to 64 years. Based on their previous medical
history, patients were entered if they reported at least
one acute migraine attack with or without aura every
6 weeks. Patients had to have a headache of severe
or moderate intensity prior to dosing and were not
permitted to use any analgesics (including dimetotiazine
mesylate) or antiemetics within 6 h before or within 2 h
post-dosing. Furthermore, they could not have received
ergotamine or an ergotamine-like agent within 24 h
before or after dosing and/or if dosing occurred less
than 6 h after the onset of their headache. Patients were
excluded if they had severely limited gastrointestinal
absorption (e.g. total gastrectomy). To ensure reliable
‘bridging’, inclusion and exclusion criteria were identical
to those used in previous clinical studies.

The intent-to-treat (ITT) population consisted of
patients with a baseline efficacy evaluation and at least
one efficacy evaluation post-dose.
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Design and procedure

This was a phase II, multicentre, double-blind, ran-
domized, parallel-group, placebo-controlled, single-
dose, single-attack study. Patients adult
migraineurs diagnosed according to IHS criteria (6).
Oral doses of eletriptan 20 mg, 40 mg and 80 mg
were compared with placebo. In addition, a 2-h post-
dose pharmacokinetic evaluation was performed using
saliva assays.

Assignment to treatment regimens was determined by
a computer-generated pseudo-random code using a
method of random permuted blocks. Pre-packaged drug
kits were supplied using these randomization codes. The
person who had the responsibility for randomization
had sealed drug-blinding codes for use in case of an
emergency.

Patients were screened to confirm compliance with
inclusion and exclusion criteria and to give written
informed consent. Medical history and demographic
and diagnosis data were collected. Physical examina-
tion, laboratory safety tests, 12-lead electrocardiograms
(ECGs), and blood pressure and pulse rate measure-
ments were made, along with a urine pregnancy test
for female patients when appropriate. Patients were
instructed in how to assess their migraines and then
record their assessments in a diary. They were
also instructed in how to collect saliva samples for
pharmacokinetic assays.

Patients returned home with the randomized drug.
When they experienced a migraine headache of mod-
erate to severe intensity, they completed the baseline
evaluation section of their diary and subsequently took
their study drug, as soon as possible within 6 h of the
onset of their migraine. At 0.5, 1, 2, 4 and 24 h after
dosing, they recorded their assessments of migraine
headache severity and functional impairment. The
presence or absence of nausea, vomiting, photophobia
and phonophobia were also recorded in their diary.

At 2 h post-dose, patients collected a saliva sample in
a specimen container provided by the investigator for a
pharmacokinetic evaluation. They were also supplied
with chewing gum to facilitate saliva production.

Patients recorded their global impression of efficacy of
the study drug over 24 h post-dose and noted any
adverse events or concomitant medications during the
evaluation period. They also responded ‘yes’ or ‘no’ to
the question: Next time you receive a therapeutic
medication for migraine, would you choose this drug
(the study drug) before another headache therapeutic
medication?

If patients did not experience sufficient relief 2 h
post-dose, rescue medication (except ergotamine or
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ergotamine-like drugs) was allowed. Medication used
and the time it was taken were recorded in the diary.

Patients were followed for 7-14 days post-dose or after
12 weeks if no attack occurred. Unused medication and
diaries were collected and reviewed to determine
treatment compliance. The final study visit included a
physical examination, blood pressure, pulse rate, ECG
and laboratory tests. Final clarification of adverse events
and of rescue and concomitant medications was also
provided.

Measurement of efficacy

Patients assessed their response to treatment at baseline
before dosing and at 0.5, 1, 2, 4 and 24 h post-dose in
their diaries. The primary endpoint was headache
response at 2 h post-dose for the ITT population, defined
as a change from severe or moderate headache at
baseline to a mild or absent headache post-dose. Pain-
free response at 2 h post-dose was defined as a change
from a severe or moderate headache at baseline to an
absent headache post-dose and was a secondary end-
point. A sustained pain-free response was defined as
achieving a pain-free response at 2-h post-dose, with no
headache recurrence, and no use of rescue medica-
tion within 24 h after dosing. Other secondary end-
points were functional response 2 h post-dose, headache
recurrence, use of rescue medication, global impression
and subject acceptability. Headache recurrence was
defined as a headache that responded with treatment
by 2h post-dose, but then worsened to become
moderate or severe within 24 h post-dose. Associated
symptoms (nausea, vomiting, photophobia and phono-
phobia) were also secondary endpoints, although the
incidence of vomiting (<10%) was too low for any
meaningful statistical comparisons to be made. Func-
tional response was assessed as an improvement in a
patient’s ability to perform tasks as he or she normally
would without a migraine headache.

Measurement of safety

Safety evaluation included adverse events reported by
patients in their diaries by investigators. Investigators
recorded any adverse events onto the appropriate case
report form (CRF). Additionally, changes in blood
pressure, pulse rate, 12-lead ECGs, and changes in
laboratory tests performed at screening and at study
follow-up visits, were also assessed. Adverse events
were detected by indirect subject questioning, physical
examination and from laboratory safety data and entries
in subject diaries.

Statistical methods

Data for headache response at 2 h for each treatment
group were analysed using logistic regression. Analysis
of covariance was used to carry out each treatment
comparison with placebo. The pairwise comparison of
each eletriptan dose and placebo was based on a step-
down procedure (9). Similar analyses were used for
pain-free response and associated symptoms (i.e.
nausea, vomiting, photophobia and phonophobia).
Functional response and patients’ global impression
were analysed using logistic regression techniques for
ordinal data. Time to rescue medication and time to
headache recurrence were not analysed using formal
statistical tests, but rather, were tabulated and plotted
by treatment group.

Statistical Analysis System® (SAS) version 6.09 was
employed for all statistical analyses.

Sample size calculation

The sample size was based on the requirement to
demonstrate a statistically significant difference at the
primary endpoint, headache response at 2-h post-dose,
between eletriptan 40 mg and placebo after the first dose
based on at least 80% power at the 5% two-tailed level
of significance. Because the 80 mg dose has consistently
shown efficacy that is equivalent or greater than the
40 mg dose, the study also had sufficient power to
demonstrate a significant difference for eletriptan 80 mg
vs. placebo. The statistical comparison between ele-
triptan 20 mg and placebo was planned, but the study
was not powered for this comparison.

Results

Patient characteristics and disposition

This 12-week study was performed by 55 principal
investigators at 54 sites. The mean number of
patients per site was 7.4, with a range of 1-32 patients
per site. The first patient was enrolled on 20 October
1998, and the last patient completed the study on
10 January 2000.

The mean age of participants ranged from 35 to
36 years, and the majority of patients were women
(68-79%) across treatment groups. The majority of
patients suffered moderate headache intensity at base-
line. Patients’” baseline demographic characteristics
and baseline headache assessments are summarized
in Tables 1 and 2, respectively. There were no major
differences between treatment groups.
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A total of 402 patients were randomized to study
treatment. Of these, 76 did not take their assigned
study medication because they either did not treat a
headache attack or did not experience a migrainous
headache of moderate or severe intensity during the
study’s 12-week duration. Another five patients were
excluded from analysis because they did not return
for follow-up. Two of these five patients took their
study medication and did not experience any adverse
events. The other three patients were lost to follow-up
and investigators could not determine whether or not
they took their study medication. The remaining 321
patients were included in the safety analysis; 318 in the
laboratory data analysis, 307 in the efficacy evaluable
population and 309 in the analysis of the study’s primary
efficacy endpoint of headache response at 2 h post-dose

(Fig. 1).

Table 1 Baseline demographic characteristics

Eletriptan (mg)

20 40 80 Placebo

Factor n=280 n=280 n=77 n==84
Gender, n (%)

Male 26 (33) 21 (26) 16 (21) 20 (24)

Female 54 (68) 59 (74) 61 (79) 64 (76)
Age (yr)

Mean 35 36 35 36

Range 18-64 19-60 18-63 18-65
Weight (kg)

Mean 57 56 56 54

Range 40-90 38-85 38-80 39-87
Aura, n (%)

With/without 15 (19) 13 (16) 15 (19) 12 (14)

With 24 (30) 24 (30) 30 (39) 32 (38)

Without 41 (51) 43 (54) 32 (42) 40 (48)
Table 2 Baseline headache assessments
Headache Eletriptan (mg)
assessment 20 40 80 Placebo
n (%) n=280 n=77 n=76 n=82
No pain* 0 (0) 0 (0) 0 (0) 0 (0)
Mild 0 (0) 0 (0) 0 (0) 0 (0)
Moderate 58 (73) 61 (79) 58 (76) 66 (80)
Severe 22 (28) 16 (21) 18 (24) 16 (20)

*Headache resIEonse or pain-free response cannot be assessed
in patients who have mild or no pain at baseline.
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Efficacy

Relief of headache

At baseline, all treatment groups reported comparable
incidences of moderate or severe headaches. The
percentages of patients reporting a severe headache at
baseline for the eletriptan 20 mg, 40 mg and 80 mg
and placebo groups were 28%, 21%, 24% and 20%,
respectively, and the percentages reporting a moderate
headache at baseline were 73%, 79%, 76% and 80%,
respectively.

Headache response rates at 2 h post-dose for the
eletriptan 20 mg, 40 mg and 80 mg and placebo groups
were 64%, 67%, 76% and 51%, respectively. There was a
statistically significant dose response at 2 h post-dose
(P=0.0011). All eletriptan doses were shown to be
statistically significantly superior (P<0.05) to placebo
(Fig. 2 and Table 3).

In addition, the pain-free response rates at 2 h post-
dose for the eletriptan 20 mg, 40 mg and 80 mg and

n=402 Randomized
n=321 Treated an
1 attack
[ [ [ [
Placebo Eletriptan| |Eletriptan| |Eletriptan| Treatment
20mg 40mg 80mg
n=84 n=80 n=80 n=77 Treated an
attack

Figure 1 Allocation of patients to treatment groups.
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Table 3 Headache and pain-free response at 2 h post-dose for
the ITT population

Response, 1 (%)

Eletriptan (mg)

20 40 80 Placebo Dose
n=80) (n=76) (n=74) (n=79) response
Headache 51 (64)* 51 (67)* 56 (76)* 40 (51) P=0.0011f
response
Pain-free 19 (24) 17 (22) 21 (28)* 10(13) P=0.0291%
response
*Compared with placebo: P <0.05.
tLogistic regression.
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Figure 3 Pain-free response from baseline to 24 h post-dose for
the ITT population. Eletriptan 20 mg [J, 40 mg O, 80 mg e,
placebo M. (P=0.0291 for dose response).

placebo groups were 24%, 22%, 28% and 13%, respec-
tively. There was a significant dose response for pain-
free response rate at 2 h post-dose (P =0.0291) (Fig. 3 and
Table 3). Furthermore, pain-free response increased with
higher doses of eletriptan, and all doses of eletriptan
resulted in a greater increase in pain-free response
than placebo at 2 h post-dose. Eletriptan 80 mg was
shown to be statistically significantly superior to placebo
(P=0.0129) (Fig. 3 and Table 3). The sustained pain-free
response was 21%, 18%, 26% and 9% for the 20 mg,
40 mg, 80 mg and placebo groups.

Improvement in functional impairment
Patients treated with eletriptan showed a greater dose-
related increase in functional response (P=0.0160) at 2 h

post-dose. At baseline, all treatment groups reported
comparable percentages of patients with moderate and
severe functional impairment. The percentages of
patients in the eletriptan 20 mg, 40 mg and 80 mg and
placebo groups reporting severe functional impairment
at baseline were 25%, 27%, 24% and 28%, respectively,
and the percentages reporting moderate functional
impairment at baseline were 65%, 58%, 61% and 56%,
respectively. The functional response rates at 2 h post-
dose for the eletriptan 20 mg, 40 mg, 80 mg and placebo
groups were 65%, 65%, 75% and 54%, respectively.
Furthermore, patient function increased with higher
doses of eletriptan, and all doses of eletriptan resulted
in a greater increase in patient function than placebo
at 2 h post-dose. Eletriptan 80 mg was shown to be
statistically significantly superior to placebo (P =0.0125).

Headache recurrence

The headache recurrence rate for all eletriptan-treated
patients was lower than the rate for patients treated with
placebo (Table 4). However, a statistical analysis did
not show a statistically significant dose response with
eletriptan. Additionally, there were no statistically
significant differences in headache recurrence between
eletriptan and placebo. Statistical significance for a dose
response with headache recurrence was not expected as
the study was not designed to detect a difference in
headache recurrence, but in headache response, the
primary efficacy parameter.

Use of rescue medication

Rescue medication was permitted in the event of
insufficient response 2 h after the study drug was
taken. The percentage of patients taking rescue medica-
tion was similar for all eletriptan-treated patients, and all
of the eletriptan groups required less rescue medication
than placebo-treated patients (Table 4). The percentages
of patients in the eletriptan 20 mg, 40 mg, 80 mg and
placebo groups who took rescue medication at least 2 h
post-dose were 21%, 23%, 23% and 43%, respectively.
All doses of eletriptan were statistically significantly
superior to placebo (P <0.05). There also was a signifi-
cant dose relationship (P=0.0242). Correspondingly,
the median time to rescue medication was shortest for
placebo-treated patients and longest for those who took
eletriptan 20 mg (i.e. 4.5 h vs. 8.0 h, respectively). The
median times to rescue medication for eletriptan 40 mg
and 80 mg were 7.4 h and 6.0 h, respectively.

Relief of associated symptoms

Eletriptan was more effective than placebo in relieving
associated migraine symptoms (Table 5). At baseline,
all treatment groups reported comparable incidences
of nausea, vomiting, photophobia and phonophobia.
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Table 4 Headache recurrence and use of rescue medication results by treatment group for the ITT population

Eletriptan (mg)

20 40 80 Placebo
Median Median Median Median Dose
n (%) time (h) n (%) time (h) n (%) time (h) n (%) time (h) response
Headache recurrencet 5 (10) 18.1 9 (17) 184 8 (14) 15.6 11 (24) 7.1 P=0.3663%
(n=51) (n=52) (n=>59) (n=46)
Rescue medication 17 21)* 8.0 18 (23)* 7.4 18 (23)* 6.0 36 (43) 45 P=0.0242%
(n=80) (n=80) (n 77) (n=84)

*Compared with placebo: P <0.01.

tn is the number of patients who had a response within two hours post-dose.

{Logistic regression.

Table 5 Incidence of associated symptoms (nausea, vomiting, photophobia and phonophobia) reported at baseline and

2 h post-dose for the ITT population

Eletriptan (mg)

20 40 80 Placebo

Baseline 2 h post-dose  Baseline 2 h post-dose  Baseline 2 h post-dose  Baseline 2 h post-dose
Nausea, 1 (%) 48/80 (60) 24/80 (30) 45/77 (58) 20/76 (26) 45/76 (59) 21/74 (28) 42/82 (51) 25/79 (32)
Vomiting, 1 (%) 6/80 (8)  3/80 (4) 7/77.9)  1/76 (1) 3/76 (4)  4/74 (5) 8/82 (10) 3/78 (4)
Photophobia, n (%) 49/80 (61) 13/80 (16) 37/77 (48) 13/76 (17) 47/75 (63) 10/71 (14) 51/82 (62) 23/79 (29)
Phonophobia, n (%) 43/79 (54) 18/79 (23) 36/77 (47) 16/75 (21) 39/76 (51) 11/74 (15) 42/82 (51) 17/79 (22)

At 2 h post-dose, the eletriptan groups reported a lower
percentage of associated symptoms compared with
placebo.

Global impression

Patients reported that they preferred eletriptan to
placebo for the relief of their headache. Patients” global
impressions of eletriptan providing headache improve-
ment 24 h after dosing were 82% for both eletriptan
40 mg and 80 mg, 73% for eletriptan 20 mg and 67% for
placebo.

Tolerability and safety

Eletriptan was shown to be safe and well tolerated in
Japanese patients. The analysis of safety and tolerability
included all 321 patients treated. There were no deaths
or discontinuations related to adverse events or clinical
laboratory test abnormalities.

Reported adverse events were predominately mild
in severity and transient in nature and did not
require treatment. Adverse events reported by 3% or
more of patients are summarized in Table 6 and include
somnolence, nausea, asthenia, vomiting, malaise, thirst,
back pain, paresthesia, dyspnea and vasodilatation.
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Table 6 Incidence of treatment-related adverse events
experienced by >3% patients in each treatment group

Eletriptan (mg)

20 40 80 Placebo

Treatment group  (1n=280) (n=80) n=77) (n=84)
Total, n (%) 13 (16.3) 26 (32.5) 35(45.5) 13 (15.5)
Body as a whole, 1 (%)

Asthenia 1(1.3) 2 (2.5) 9 (11.7) 1(1.2)

Back pain 0 (0) 1(1.3) 3(3.9) 0 (0)

Malaise 0 (0) 3(3.8) 4 (5.2) 1(1.2)
Cardiovascular, 1 (%)

Vasodilatation 1(1.3) 0 (0) 3(3.9) 1(1.2)
Digestive, 1 (%)

Nausea 3(3.8) 6 (7.5) 8 (10.4) 2 (24)

Vomiting 1(1.3) 2 (2.5) 4 (5.2) 1(1.2)
Metabolic and nutritional, 1 (%)

Thirst 3(3.8) 0 (0) 2 (2.6) 0 (0)
Nervous, 1 (%)

Paresthesia 0 (0) 3 (3.8) 1(1.3) 0 (0)

Somnolence 5 (6.3) 8 (10.0) 13 (16.9) 3 (3.6)
Respiratory, n (%)

Dyspnoea 0 (0) 0 (0) 3(3.9) 0 (0)
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Two serious adverse events (i.e. resulting in hospi-
talization) were reported and both patients recovered
without sequelae. One patient reported an exacerbated
vascular headache within 24 h after administration of
eletriptan 80 mg that was considered to be study drug-
related. The other serious adverse event (also a headache
that required hospitalization) occurred 14 days after
dosing (in the 80 mg group) and was considered by the
investigator not to be study drug-related.

The incidence of abnormalities in clinical laboratory
test results (e.g. creatine kinase, glucose, bilirubin)
ranged between 28% and 36% of patients treated and
was similar for both the eletriptan and placebo groups.
However, none of these results was considered to be
treatment-related.

There were few changes in ECG, blood pressure
and pulse rate evaluations reported from baseline as
compared with the end-of-study visit. The incidences of
these changes were similar in all eletriptan and placebo
treatment groups. ECG changes were reported in one
patient treated with eletriptan 20 mg and four patients
treated with placebo. An independent cardiologist did
not consider any of these reports of ECG changes to be
clinically significant. There were no reports of ECG
changes in patients treated with either eletriptan 40 mg
or 80 mg.

Pharmacokinetics

Based on established clinical methods, saliva eletriptan
concentrations are believed to correspond with plasma
eletriptan levels in Japanese patients (8). The saliva
eletriptan levels increased with dose and were 5.62 ng/
ml, 11.99 ng/ml and 28.6 ng/ml in patients taking
20 mg, 40 mg and 80 mg eletriptan, respectively.
When comparing dose-normalized eletriptan saliva
concentrations from two previous western studies with
those obtained in this study, dose-normalized saliva
eletriptan levels were found to be 13% lower in Japanese
patients. The mean dose-normalized eletriptan saliva
concentrations in the two Western studies were
14.46 ng/ml (mean+2 SE: 12.98, 15.94) (Pfizer Inc.,
data on file) and 14.24 ng/ml (mean +2 SE: 12.09, 16.39)
(Pfizer Inc., data on file), respectively, compared with
12.53 ng/ml (mean+2 SE: 11.24, 13.81) in this study.
However, this clinical finding was not considered to be
clinically relevant.

Discussion

This study shows that eletriptan is an effective and safe
treatment for Japanese patients suffering migraine
attacks. All three doses of eletriptan were effective in
relieving headache and associated symptoms by 2 h

post-dose and helped to improve patients’ functional
abilities.

Headache response, pain-free response and functional
response at 2 h post-dose all showed a statistically
significant dose response (P<0.05). For headache
response at 2-h post-dose, eletriptan 20 mg and 40 mg
achieved 13% and 16% greater rates of pain relief than
placebo, respectively. However, eletriptan 80 mg was
shown to be the most effective dose by achieving a
9% greater response than eletriptan 40 mg and a 25%
greater response than placebo for this same primary
endpoint.

Although the placebo response was 51% in this study,
this is within the guidelines established by the IHS for
the development of migraine therapies (10). While the
placebo response rate observed in this study is high,
and the corresponding therapeutic gain low, it should
be noted that eletriptan still achieved a statistically
significant dose response for both 2 h headache response
rate and 2 h pain-free rate. Furthermore, each dose
offered significant improvement over placebo for 2 h
headache response (Table 3), despite the high placebo
rate. All of these findings are consistent with published
findings in western patients (1), indicating that
eletriptan is as effective in Japanese patients as in
those in the West.

The lack of an observed dose response for headache
recurrence as well as rescue medication usage can be
attributed to the fact that this study was not powered
for these analyses. Rather, the study was designed to
determine the statistical difference for 2 h headache
response. These findings are of interest and may warrant
further investigation.

Eletriptan was shown to be safe and well tolerated in
Japanese patients. The overall incidence and pattern
of adverse events was similar to other triptans
administered to Western patients in other clinical
studies (11-14). Adverse events reported by 3% or
more of Japanese patients included somnolence, nausea,
asthenia, vomiting, malaise, thirst, back pain, paresthe-
sia, dyspnea and vasodilatation. There were also no
clinically relevant changes in laboratory assays, vital
signs or ECG evaluations.

Eletriptan saliva levels in Japanese migraine patients
were found to be slightly lower than saliva levels of
similarly dosed western patients. However, this phar-
macokinetic difference appears to have no clinically
relevant impact on the efficacy, safety or tolerability of
eletriptan in Japanese patient populations.

Eletriptan was shown to be effective, safe and well
tolerated in Japanese migraineurs at doses of 20 mg,
40 mg and 80 mg. In addition, the pharmacokinetic
evaluation in this study showed no clinically significant
differences between Japanese and Western patients. This
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would confirm that data from Europe and the United
States of America regarding treatment with eletriptan
can be applied to medical practice in Japan.
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Hirata. National Yamagata Hospital: Itaru Kimura. Kohnan
Hospital: Hiroshi Nomura. Fukushima Medical University: Teiji
Yamamoto. Southern Tohoku Research Institute for
Neuroscience: Soichi Katayama. Ohta Atami Hospital: Kiyomi
Yamane. Gunma University: Koichi Okamoto. Ashikaga Red
Cross Hospital: Satoru Komatsumoto. Dokkyo University School
of Medicine: Koichi Hirata. Jichi Medical School: Imaharu
Nakano. University of Tsukuba: Shin’ichi Shoji. Tsuchiura
Kyodo General Hospital: Minoru Kotera. Juntendo University
Urayasu Hospital: Shigeki Tanaka. Kameda Clinic: Hiroshi
Nishino. Saitama Medical School: Hotaek Kim. Kodama Central
Hospital: Michio Mashiko. Juntendo University: Hisamasa Imai.
Nippon Medical School: Takayuki Kitamura. Jikei University
School of Medicine: Hisayoshi Oka. Nihon Nerima Hikarigaoka
Hospital: Minoru Oishi. Nihon University: Yoko Mochizuki.
Tokyo Medical and Dental University: Hidehiro Mizusawa.
Toranomon Hospital: Hirofumi Nakase. Nishihara-Machi
Neurosurgical Clinic: Takashi Tanemura. Yamanashi Medical
University: Zenji Shiozawa. Kanazawa University: Kiyonobu
Komai. Saku Central Hospital: Ken-ichi Tabata. Seirei
Hamamatsu General Hospital: Tetsushi Atsumi. Shizuoka
Saiseikai General Hospital: Jin Yoshii. Teramoto Neurology
Clinic: Jun Teramoto. Narita Memorial Hospital: Masahito
Hara. Osaka University: Saburo Sakota. Osaka Medical College:
Keiichi Shinoda. Kinki University: Taka-Aki Matsui. Nara
Prefectural Nara Hospital: Shin-ichi Yanagimoto. Kobe
University: Fumio Kanda. Tottori University: Kenji Nakashima.
University of Occupational and Environmental Health: Naoki
Akamatsu. Fujiwara Neurosurgical Clinic: Shigeru Fujiwara.
Mukai Surgery Pain Clinic: Kazuo Fukushima. Ikui
Neurosurgical Hospital: Haruhiko Ikui. Neurosurgical Clinic
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Takagi: Tadahiro Takagi. Nagasaki-Chuo National Hospital:
Masataka Mori. Nagasaki Kita Hospital: Keisuke Iwanaga.
Japanese Red Cross Nagasaki Atomic Bomb Hospital: Ikuo
Kinoshita. Isahaya Insurance General Hospital: Kunihiko
Nagasato.
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