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With seven rescue medications to choose from, patients
have more options—and more confusion—than ever
before. Here’s a look at the pros and cons of each.

W
hen Henry Ford introduced the Model T, he jokingly commented,
“It comes in any color you want, as long as you want black.” Such
was the state of consumer choice early in the last century.
Nowadays, consumers are typically inundated with options. Neuro-
logists and our patients enjoy an unprecedented degree of choice in

selecting an agent to help relieve migraine. This is a blessing. However, with the
blessing comes a responsibility to understand each medication’s unique attributes
and ideal clinical applications.

Choosing a medication for a patient typically begins with a broad assessment
of the efficacy, safety and tolerability of all options. Triptans are the prescription
drugs of choice in acute migraine; selecting the most appropriate agent should
include consideration of the many characteristics of medications in this drug class.

There are now seven choices in this class, all generally effective and well toler-
ated. However, depending on the nature of the patient’s headache and what the
physician and patient hope to achieve from treatment (e.g., fast relief, low risk of
headache recurrence, minimal side effects), one triptan may be a better choice than
another for a given patient or situation. One should therefore consider the triptan
class of migraine medications in a manner that addresses the diverse clinical profiles
of each and the impact they may have on the treatment decision-making process.

In this article, we will provide information useful to the health care provider
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in prescribing triptans including published clinical trials, meta-
analyses, prescribing information, and pharmacokinetic and
pharmacodynamic data.

Similarities and Differences
Clinical trial data often reinforces the similarities among the
triptans but slight differences in such clinical end-points as
onset of relief and headache recurrence rates suggest oppor-
tunities to customize therapy. The triptan characteristics that
affect clinical end-points and patient preferences range from
the obvious to the very subtle, including the doses and formu-
lations, speed of onset, elimination half-life, headache recur-
rence, drug-drug interaction and overall tolerability.

The most obvious and tangible difference among the trip-
tans lies in the means of delivery. Your options include oral

tablets, rapid-melt oral formulations, subcutaneous injection
and nasal spray (see Table 1). 

Nasal sprays may offer faster absorption because they tra-
verse the nasal mucosa.3 If patients complain about the taste
they can attempt to mask it by holding their nose as the drug
is absorbed while sucking on mints or hard candy. However,
many patients seem to prefer a different method of delivery.
According to a survey of migraine patients and health care pro-
fessionals by Lipton and Stewart, only 8.3 percent of patients
list nasal sprays as a first-choice route of administration. Most
patients seem to prefer their triptans in tablet form.4

The fundamental mechanisms of action of the seven trip-
tans are similar. All are 5-HT1B/1D receptor agonists that pro-
vide a strong vasoconstrictor effect in cranial arteries.5 They dif-
fer in speed of onset, an important point considering that 83
percent of patients surveyed by Lipton and Stewart cited rapid
response as an important attribute of migraine treatment.4

Table 2 illustrates the speed of onset for the tablet formulation
of each triptan by presenting the median patient response two
hours after headache onset and, when available, four hours
after onset. Jhee and colleagues suggest that rate of absorption
as expressed as Tmax points to one agent’s ability to reach ther-
apeutic levels in the plasma more quickly than others.6

Figure 1 shows that the half-lives of the triptans vary wide-
ly, ranging from a low of two hours for rizatriptan and suma-
triptan nasal spray to a high of 26 hours for frovatriptan.1,2

Elimination half-life may be linked to the rate of migraine
recurrence.8 In other words, the longer the half-life the lower
the rate of recurrence within 24 hours, including the time
required for initial relief, which is typically measured at two
hours and four hours in clinical trials. Patients who primarily
complain of the frequency of episodes would likely favor these
treatments. Among the triptans, frovatriptan has the longest
elimination half-life. Accordingly, as shown in Figure 2, some
data confirm that a very low rate of headache recurrence occurs
in patients treated with frovatriptan.

Physicians treating patients whose headaches are typically of
long duration—for example, female patients with menstrually
related migraine—may want to consider an agent with a long
half-life.6 In the survey by Lipton and Stewart, 86 percent of
patients surveyed cited “no recurrence” as an important or very
important outcome of treatment.

In addition, each drug has its own individual combination
of benefits that may influence a patient’s preference:

• Naratriptan (Amerge) has a very low recurrence rate and
the second longest half-life after frovatriptan.

• Frovatriptan (Frova) has a 26-hour half-life, recurrence
rates as low as seven to 25 percent, and is effective even when
taken later during the course of a migraine. 

• Subcutaneous sumatriptan (Imitrex) is the fastest-acting

Table 1. The Triptans: Doses and Formulations1,2

Triptan Doses Supplied SC Tablets ODT NS
Almotriptan 6.25mg, 12.5mg •
Eletriptan 20mg, 40mg •
Frovatriptan 2.5mg •
Naratriptan 1mg, 2.5mg •
Rizatriptan 5mg, 10mg •

5mg ODT, 10mg ODT •
Sumatriptan 6mg SC •

25mg, 50mg, 100mg •
5mg NS, 10mg NS, 20mg NS •

Zolmitriptan 2.5mg, 5mg •
2.5mg ODT, 5mg ODT •
5mg NS •

SC: Subcutaneous; ODT: Orally disintegrating tablet; NS: Nasal spray

Table 2. Response to Treatment1,2,7

Median % of Patients Median % of Patients
Triptan With Relief at 2 Hours With Relief at 4 Hours
Almotriptan 6.25mg 55.5% —
Almotriptan 12.5mg 61.0% —
Eletriptan 20mg 50.8% —
Eletriptan 40mg 59.5% —
Frovatriptan 2.5mg 41.5% 60.5%
Naratriptan 1mg — 52.0%
Naratriptan 2.5mg — 63.0%
Rizatriptan 5mg 61.5% —
Rizatriptan 10mg 72.0% —
Sumatriptan 25mg 52.0% 67.5%
Sumatriptan 50mg 55.5% 73.0%
Sumatriptan 100mg 59.0% 75.0%
Zolmitriptan 2.5mg 63.5% —
Zolmitriptan 5mg 63.0% —
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triptan, though injection site reactions and flushing are known
adverse effects. It is also available in oral and nasal forms, the
latter of which is noted for its rapid relief as well as its unpleas-
ant taste. More recent formulations of sumatriptan include a
100mg pill and added effervescence to promote absorption.

• Almotriptan (Axert) is known for its short pain relief time,
similar to sumatriptan. This formulation is also known for con-
sistency of response. It is otherwise similar to the other triptans.

• Rizatriptan (Maxalt) also delivers rapid relief with good
consistency of response. One retrospective analysis found this
treatment offered more freedom from pain than the others.

• Eletriptan (Relpax) has been on the market for two years,
making it the newest FDA-approved addition to the treatment
options. It has proven effective for rapid relief of migraine pain
as well as the associated nausea and photophobia.

Side Effects
Drug interactions with the triptans are very few and depend
primarily on the route of drug metabolism. Interaction with
drugs metabolized in the liver as opposed to those degraded
and excreted renally may have a bearing on prescribing prac-
tices. There is an admonition in each package insert that differ-
ent triptans not be used in a 24-hour period. There are very few
anecdotal reports of additive or geometric increase in amount
of drug efficacy or increase in side effects when two triptans are
taken within a 24-hour period. Caution with ergot containing
drugs is more important, since both classes are vasoactive.
Eletriptan may interact with compounds metabolized by the
cytochrome P450 CYP3A4 system.3 Concomitant administra-
tion of eletriptan with CYP3A4-metabolized medications caus-
es concentrations of eletriptan in plasma to rise, creating a con-
cern that adverse events could increase as well.3

Apart from the aforementioned drug interactions, all trip-
tans are generally well tolerated. Side effect profiles vary from
as low as 10 percent to a high of 50 percent, depending on the
character of the clinical trial. A reasonable expectation would
be that 20-30 percent of triptan users will have a side effect
which is mild and transient. As a class, the triptans carry a low
but definite potential risk of significant coronary vasoconstric-
tion.3 After reviewing all clinical trial data available it appears
that the most favorable adverse event profiles among the trip-
tans belong to naratriptan, almotriptan and frovatriptan.9

A self-completion questionnaire survey of 2,444 headache
sufferers by Gallagher and Kunkel showed that 67 percent of
patients delayed or avoided taking a prescription drug because
of concern over possible side effects.10 Accordingly, physicians
should consider one of the better tolerated triptans when treat-
ing a patient who has experienced adverse events with headache
medications. In this situation, finding an acceptable side effect
profile and pain relief are almost equally important endpoints.

Other Therapeutic Aspects to Consider
When managing migraine, prescribe an appropriate regimen to
gain as complete control as possible and thereby avoid emer-
gency room admissions. Thus, offer an appropriate analgesic
medication supply, a sleeping medication for a severe headache,
as well as prophylaxis options should the need arise.

It is important to take into account the potential for med-
ication overuse. Indications your patient may be taking too
many medications include:

• Simple analgesic use: aspirin or acetaminophen more than
1000mg taken more than five days per week.

• Combination analgesics: caffeine or a barbiturate-contain-
ing medication, more than three tablets taken more than three
days a week.

• Narcotics: more than one tablet per day more than two
days per week.

• Ergotamines: 1mg orally or 0.5mg parenterally more than
two days a week.

• Triptans: more than two tablets per day more than two
days a week. 

It is important to impress upon patients the triptan limit,
especially during a drug trial. Many who feel they are not get-
ting the relief they crave may be tempted to try a second pill.
It’s also good for patients just beginning a triptan regimen to
reduce analgesic use, ideally timed so withdrawal is occurring
the same time the triptan is being titrated up to minimize any
painful episodes during this period. You may also want to add
naratriptan 1mg once or twice daily for a week after the with-
drawal period to reduce the possibility of rebound headache. 

Finally, maintain a record of what over-the-counter or alter-
native treatments the patient is taking. While many of these are
harmless, some can interfere with prescription meds or even
account for unusual adverse effects. This is especially true for
patients who attempt to alleviate the sinus symptoms of
migraine with cold medicines or antihistamines. 

In the Pipeline
The fact that there are now seven triptans available for use now
has not curtailed the search for better medications in this field.
It still remains open for increased improvements, as there are
still intractable patients in need of a new approach. 

Donitriptan, for instance, shows potential as a new treat-
ment. This 5-HT receptor agonist aims to offer a higher poten-
cy than the other triptans on the market, which may make it
an attractive choice for intractable patients. In early tests it has
performed well both in vitro and in vivo. A later study report-
ed in the European Journal of Pharmacology (2002;17;443:125-
32) found it seems to hold its own against sumatriptan by
exhibiting a similar cranioselectivity and having a similar coro-
nary side-effect profile.
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Notice the Subtle Differences 
The seven current options in the triptan class have remarkable
similarities and, most importantly, each agent offers safe and
effective relief for migraine sufferers. 

However, notable differences do exist. Some triptans have a
rapid onset of action but may wear off quickly and lead to a
high rate of headache recurrence. Others have a more gradual
onset but offer a reduced likelihood of repeated episodes. Still
others are more tolerable than their counterparts, while others
have adverse effects that may hinder patient compliance. 

By reviewing results of clinical end-points in the triptan
studies and examining such factors as elimination half-life,
drug-drug interaction and overall tolerability, we gain a better
understanding of the differences between the triptans. The
wide array of agents provides neurologists with a powerful
armamentarium to meet the needs of any individual patient.
Since few head-to-head comparisons exist, we often find our-
selves evaluating each option individually instead of competi-
tively. 

Ultimately, the clinical distinctions among the triptans are
subtle but important. Choosing the right triptan for a given
patient is a matter of first matching the appropriate formula-
tion to the patient, then deciding which agent best meets the
patient’s needs. This process requires a thorough understanding
of the patient, a careful and accurate assessment of the efficacy
of previous medications used in acute care, and an analysis of
the individual features of the drugs being considered.9

The Lesson
Headache therapy offers more options than most other neuro-
logical conditions. Although treatment may be presented as a
simple choice between triptans, there are many factors to con-
sider including diet, life-style, concurrent medical conditions,
hormonal status, altitude, exercise and sexual activity to name
but a few. Every patient merits the above noted evaluation and
an ongoing relationship with the health care provider. A con-
tinuous headache diary with periodic visits depending on
headache frequency and severity are the keys to success and
patient satisfaction. The truly astounding number and varia-
tion of effective therapies available today must be matched
with a thoughtful, vigilant and caring health care team. PN
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Figure 1. Triptan Elimination Half-Life1,2
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Figure 2. Headache Recurrence After Initial Relief8
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