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Despite the widespread use of trip-
tans for acute migraine treatment
and a favorable response by the

majority of patients, many patients con-

tinue to report unmet needs for acute
migraine.1 When surveyed about their
treatment expectations for acute migraine,
patients report a need for therapy that is
rapidly effective, relieves pain complete-
ly, has a low recurrence rate, and is well
tolerated.1 Although triptans offer many
of these attributes, a recent survey from
the National Headache Foundation indi-
cated that patients remain dissatisfied
(see article by Gallagher and Cutrer in this
supplement).

Almotriptan is the most recent 5-
HT1B/1D receptor agonist marketed for the
treatment of acute migraine. Preclinical
studies indicate that almotriptan is highly
selective for meningeal arteries, with a
lower affinity for cardiac, pulmonary, and
other peripheral arterial beds.2 Almotriptan
has been evaluated in more than 3500
acute migraine patients in phase 2 and 3
double-blind, randomized trials and in an
additional 1500 patients in long-term open-
label trials. Results from these trials indi-
cate that almotriptan 12.5 mg is effective
for the treatment of acute migraine, with a
rapid onset of activity and a tolerability
profile comparable to placebo. This article
summarizes the preclinical and clinical
data for almotriptan.

Pharmacology

Similar to other triptans, almotriptan
exerts potent vasoconstrictor activity on 5-
HT1B/1D receptor sites in meningeal arter-
ies.3 According to studies in isolated
human arteries, almotriptan was at least
as potent as sumatriptan in meningeal
arteries but significantly less potent than
sumatriptan in coronary and pulmonary
arteries.2
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Abstract
Objective: This article summarizes preclinical

and clinical data for almotriptan.
Methods: Almotriptan has been evaluated in

more than 3500 acute migraine patients in phase
2 and 3 double-blind, randomized trials and in
1500 patients in long-term open-label trials.

Results: Controlled clinical trials show that
almotriptan 12.5 mg is significantly more effective
than placebo. These results are observed across dif-
ferent endpoints examined, including pain relief at 2
hours, pain-free outcome at 2 hours, recurrence rate,
use of escape medication, and sustained pain-free
outcome. The onset of pain relief is observed as
early as 30 minutes after administration. Results from
a multiple-attack study show that almotriptan main-
tains a consistency of response across 3 attacks, and
results from long-term studies confirm that patients
continue to respond to almotriptan for up to 1 year.
Results from 2 comparative studies show that
almotriptan 12.5 mg has comparable efficacy to
sumatriptan 50 or 100 mg, but almotriptan has a
superior tolerability profile. Early use of almotriptan
results in a higher proportion of patients achieving
pain relief or complete freedom from pain. 

Conclusions: Because almotriptan has a tolera-
bility profile comparable to that of placebo, it may
be more acceptable for early administration. The
incidence of treatment-related adverse events with
almotriptan is comparable to that of placebo and
significantly lower than recorded with sumatrip-
tan. In addition, almotriptan has a low incidence
of chest symptoms, an adverse event associated
with triptan use. Because of its comparable effica-
cy and superior tolerability profile, almotriptan
offers a potential improvement over existing trip-
tans for the treatment of acute migraine. 
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Almotriptan is well absorbed after oral
administration, with an oral bioavailabil-
ity of 70%.4 The absorption of almotriptan
is not affected by food, age, gender, or
administration during or after a migraine
attack.5-7 Although peak plasma levels of
almotriptan occur at 2.5 hours, the onset
of pain relief has been observed within 30
minutes of administration.8 Almotriptan is
eliminated by both renal elimination and
hepatic metabolism.9 Approximately 55%
is excreted unchanged via urine and stool
and the remaining 45% is metabolized
by monoamine oxidase-A and the
cytochrome P-450 system. The elimina-
tion half-life of almotriptan is 3 to 4 hours.4

The drug-interaction potential of
almotriptan coadministered with fluoxe-
tine, verapamil, propranolol, and moclo-
bemide, a monoamine oxidase-A inhibitor,
has been evaluated in human volunteers.10-13

No clinically relevant change in the phar-
macokinetic profile of almotriptan was
noted, and no dosage modification is rec-
ommended when almotriptan is taken
with other drugs.

Almotriptan has been evaluated in a
number of phase 1 studies in healthy vol-
unteers.6,7,9,14 Almotriptan was found to be
well tolerated in elderly patients and in
those with varying degrees of renal impair-
ment.6,7 Further, no clinically relevant
adverse effects on the cardiovascular sys-
tem were observed at doses up to 200 mg
in either healthy volunteers or patients
with acute migraine.9,14,15

Clinical Efficacy

The efficacy of almotriptan has been
evaluated in 4 double-blind, randomized
trials of patients satisfying International
Headache Society (IHS) criteria for mod-
erate-to-severe acute migraine (Table
1).8,16-18 Three trials were placebo con-
trolled, including 1 trial that had a suma-
triptan 100-mg comparator group17 and 1
trial that assessed the response across 3
successive episodes of acute migraine.18 A
fourth trial compared almotriptan 12.5 mg
and sumatriptan 50 mg.16

In a dose-finding study, patients with
moderate-to-severe acute migraine were
randomized to placebo or oral almotriptan

2, 6.25, 12.5, or 25 mg.8 Of 742 patients
evaluated, pain relief at 2 hours was 32.5%
with placebo and 30%, 56.3%, 58.5%, and
66.5% with almotriptan 2-, 6.25-, 12.5-,
and 25-mg doses, respectively (P < .05 for
6.25, 12.5, and 25 mg versus placebo).
The onset of pain relief was observed at
30 minutes with almotriptan 12.5 mg. The
percentage of patients who were com-
pletely pain free at 2 hours was 37.8% and
45.3% in the 12.5 and 25 mg almotriptan
groups, respectively, compared with
11.3% in the placebo group (Figure 1).
The incidence of adverse events with the
almotriptan 2-, 6.25-, and 12.5-mg groups
was comparable to that with the placebo
group. Almotriptan 12.5 mg had the most
favorable ratio between efficacy and tol-
erability.

The efficacy and tolerability of single
doses of almotriptan 6.25 and 12.5 mg
were evaluated in 722 patients who were
treated for 3 consecutive moderate-to-
severe migraine attacks.18 Significant pain
relief was noted as early as 1 hour with
almotriptan. Across all migraine attacks,
pain relief at 2 hours was achieved in 60%
of patients with almotriptan 6.25 mg, 70%
with almotriptan 12.5 mg, and 38% with
placebo (P < .001). Pain relief at 2 hours
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Table 1. Summary of Double-Blind, Randomized Trials of Almotriptan
for the Treatment of Moderate-to-Severe Acute Migraine

Reference Treatment Regimens Number of Patients

Dahlöf et al, 20018 Placebo 80
Almotriptan 2 mg 170
Almotriptan 6.25 mg 167
Almotriptan 12.5 mg 164
Almotriptan 25 mg 161

Dowson, 200217 Placebo 99
Almotriptan 12.5 mg 183
Almotriptan 25 mg 191
Sumatriptan 100 mg 194

Pascual et al, 200018 Placebo 131
Almotriptan 6.25 mg 287
Almotriptan 12.5 mg 304

Spierings et al, 200116 Almotriptan 12.5 mg 591
Sumatriptan 50 mg 582



was achieved in 75% of patie nts for 2 of
3 attacks and in 49% of patients for 3 of 3
attacks. Across all attacks, 38.8% of
patients with almotriptan 12.5 mg and
29.9% with almotriptan 6.25 mg were pain
free at 2 hours compared with 15.5% with
placebo (P < .001; Figure 2). Recurrence

rates were 28.7% and 30.1% with almotrip-
tan 6.25 and 12.5 mg, respectively, and
23.3% with placebo. The incidence of treat-
ment-related adverse events and discontin-
uation for adverse events with almotriptan
was comparable to that of placebo. Thus,
almotriptan 12.5 mg demonstrated a con-
sistent response across multiple migraine
attacks and offered the optimal balance of
efficacy and tolerability.

Almotriptan 12.5 and 25 mg and suma-
triptan 100 mg were compared in a place-
bo-controlled trial of 668 patients.17 At 2
hours, pain relief was recorded in 58% to
64% of patients in active treatment groups
compared with 42% of patients on placebo
(Figure 3). Freedom from pain at 2 hours
was noted in 28%, 35%, and 34% of
patients in the almotriptan 12.5-,  25-, and
sumatriptan 100-mg groups, respectively,
and in 15% of patients in the placebo
group. The recurrence rate was 18.0% and
15.4% with almotriptan 12.5 and 25 mg,
respectively, 24.6% with sumatriptan, and
19.5% with placebo. The incidence of any
adverse event was comparable with
almotriptan 12.5 mg (8.7%) and placebo
(6.1%).

Spierings et al16 reported the results
from a comparison of almotriptan 12.5 mg
and sumatriptan 50 mg in 1173 patients.
At 2 hours, pain relief was recorded in
58.0% of almotriptan-treated and 57.3% of
sumatriptan-treated patients. No signifi-
cant differences among groups were
observed in recurrence rate (27.4%
almotriptan and 24.0% sumatriptan), use
of rescue medication, or incidence of
migraine-associated symptoms. Significantly
more patients treated with sumatriptan
were pain free at 2 hours (24.6% versus
17.9%,  P = .005). Whereas the incidence
of all treatment-related adverse events was
15.5% with sumatriptan and 9.1% with
almotriptan (P = .001), the incidence of
chest pain was 2.2% with sumatriptan and
0.3% with almotriptan (P = .004). Thus,
almotriptan and sumatriptan exhibited
comparable efficacy, but almotriptan was
better tolerated (Figure 4).

Sustained pain-free outcome has been
identified by the IHS as more relevant
than pain relief to patient needs.19
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Figure 2. Percentage of Patients Pain Free at 2 Hours Across 3
Consecutive Migraine Attacks With Almotriptan and Placebo 

Figure 1. Percentage of Patients Pain Free After Treatment
With Almotriptan or Placebo 
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P < .001 for comparisons of almotriptan 6.25 and 12.5 mg versus placebo.
Source: Reference 18.

P < .0001, Cochran-Mantel-Haenszel test for all doses of almotriptan at 1, 1.5,
and 2 hours.



Sustained pain-free outcome is defined as
a decrease in pain severity from moderate
or severe at baseline to no pain at 2 hours
postdose and without relapse or the use of
escape medication between 2 and 24
hours. A pooled analysis of 3 randomized,
double-blind, placebo-controlled trials of
almotriptan was conducted to examine
the sustained pain-free outcome.20 Among
1791 patients, the proportion achieving a
sustained pain-free state was significantly
(P < .05) higher in the almotriptan 6.25
mg (21.7% to 22.5%) and 12.5 mg (24.6%
to 27.6%) groups than in the placebo group
(7.5% to 12.1%). The proportion of patients
achieving a sustained pain-free state was
comparable between the almotriptan 12.5-
mg (24.6%) and sumatriptan 100-mg
(28.5%) groups. Thus, almotriptan 12.5 mg
was significantly better than placebo and
comparable to sumatriptan 100 mg for
achieving a sustained pain-free state.

Two open-label, long-term trials have
been completed with almotriptan.21,22 One
study, which included 762 patients, evalu-
ated 13,751 migraine attacks of any inten-
sity treated with almotriptan 12.5 mg over
a 1-year period.21 Pain relief and pain-free
rates at 2 hours were 84% and 58% of
attacks, respectively. Treatment-related
adverse events were reported in 29% of
patients, but most were of mild intensity
and were transient. A post hoc analysis
from this study was performed in 118
patients who had been treated for at
least 3 attacks of mild intensity and 3 of
moderate or severe intensity (J. Pascual,
unpublished data, 2001). At 1 hour, 47% of
mild attacks and 14% of moderate-to-
severe attacks were pain free (P < .001). In
addition, lower recurrence rates and use
of escape medication were observed with
mild attacks. This study suggests that
early intervention with almotriptan when
migraine pain is of mild, rather than mod-
erate or severe, intensity results in an
improved response.

The second study was a 6-month open-
label trial of almotriptan 12.5 mg.22

Among 582 patients, the most frequent
drug-related adverse events were nausea
(3.1%) and dizziness (2.4%). Adverse
events led to discontinuation of treatment

in 36 (6.2%) patients. Drug-related chest
pain was reported in 9 (1.5%) patients. No
serious drug-related adverse events were
reported and no deaths occurred. Pain
relief at 2 hours was reported for 76% of all
migraine attacks, and 49% were pain free
at 2 hours after the first drug dose.
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Figure 4. Results From Efficacy and Tolerability Assessments
of Sumatriptan 50 mg and Almotriptan 12.5 mg

Figure 3. Percentage of Patients With Pain Relief or
Pain Free at 2 Hours

AE = adverse event.
Source: Reference 16.

All active groups significantly (P < .05) different from placebo.
Source: Reference 17.



Tolerability

Overall, almotriptan demonstrates a
tolerability profile comparable to placebo.
A pooled analysis assessed the safety and
tolerability of almotriptan from phase 1,
2, and 3 studies.15 Phase 2 and 3 studies
included more than 2500 patients who
were treated for over 15,000 migraine
attacks. Adverse events occurring in at
least 1% of patients treated with almotrip-
tan are listed in Table 2.23 Most adverse
events were of mild-to-moderate intensi-
ty. The incidence of adverse events with
almotriptan 12.5 mg and placebo was
comparable. In both comparative trials of
almotriptan and sumatriptan, the inci-
dence of treatment-related adverse
events was significantly higher with
sumatriptan.16,17

In phase 3 trials, the incidence of chest
symptoms with almotriptan was 0.2%. In
phase 1 trials in healthy volunteers, no
significant cardiovascular safety issues
were recorded, including electrocardio-

graphic abnormalities or clinically rele-
vant changes in blood pressure.15

Conclusion

Based on results from controlled clini-
cal trials in more than 3000 patients,
almotriptan 12.5 mg is significantly more
effective than placebo. These results are
observed across different endpoints exam-
ined, including pain relief at 2 hours, pain
free at 2 hours, recurrence rate, use of
escape medication, and sustained pain-
free outcome. The onset of pain relief is
observed as early as 30 minutes after
administration. Results from a multiple-
attack study show that almotriptan main-
tains a consistency of response across 3
attacks, and results from long-term studies
confirm that patients continue to respond
to almotriptan for up to 1 year. Results
from 2 comparative studies show that
almotriptan 12.5 mg has comparable effi-
cacy to sumatriptan 50 or 100 mg, but
almotriptan has a superior tolerability
profile. Early use of almotriptan results in
a higher proportion of patients achieving
pain relief or complete freedom from pain. 

The incidence of treatment-related
adverse events with almotriptan is compa-
rable to that of placebo and significantly
lower than that recorded with sumatrip-
tan. In addition, almotriptan has a low
incidence of chest symptoms. Because of
its comparable efficacy and superior toler-
ability profile, almotriptan offers a poten-
tial improvement over existing triptans for
the treatment of acute migraine. 
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