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agonists, whereas the triptans are selective 5-HT1B/1D receptor ago-
nists. A variety of triptans, 5-HT1B/1D receptor agonists—sumatriptan, 
almotriptan, eletriptan, frovatriptan, naratriptan, rizatriptan, and 
zolmitriptan—are now available for the treatment of migraine.

Each drug in the triptan class has similar pharmacologic proper-
ties but varies slightly in terms of clinical efficacy. Rizatriptan and 
eletriptan are the most efficacious of the triptans currently available 
in the United States. Sumatriptan and zolmitriptan have similar rates 
of efficacy as well as time to onset, with an advantage of having mul-
tiple formulations, whereas almotriptan has a similar rate of efficacy 
to sumatriptan and is better tolerated, and frovatriptan and naratrip-
tan are somewhat slower in onset and are better tolerated. Clinical 
efficacy appears to be related more to the tmax (time to peak plasma 
level) than to the potency, half-life, or bioavailability. This observa-
tion is consistent with a large body of data indicating that faster-
acting analgesics are more effective than slower-acting agents.

Unfortunately, monotherapy with a selective oral 5-HT1B/1D recep-
tor agonist does not result in rapid, consistent, and complete relief 
of migraine in all patients. Triptans are generally not effective in 
migraine with aura unless given after the aura is completed and the 
headache initiated. Side effects are common, although often mild 
and transient. Moreover, 5-HT1B/1D receptor agonists are contraindi-
cated in individuals with a history of cardiovascular and cerebrovas-
cular disease. Recurrence of headache, within usual time course of 
an attack, is another important limitation of triptan use and occurs at 
least occasionally in most patients. Evidence from randomized con-
trolled trials show that coadministration of a longer-acting NSAID, 
naproxen 500 mg, with sumatriptan will augment the initial effect of 
sumatriptan and, importantly, reduce rates of headache recurrence.

Ergotamine preparations offer a nonselective means of stimulat-
ing 5-HT1 receptors. A nonnauseating dose of ergotamine should be 
sought because a dose that provokes nausea is too high and may 
intensify head pain. Except for a sublingual formulation of ergota-
mine, oral formulations of ergotamine also contain 100 mg caffeine 
(theoretically to enhance ergotamine absorption and possibly to 

add additional analgesic activity). The average oral ergotamine dose 
for a migraine attack is 2 mg. Because the clinical studies demon-
strating the efficacy of ergotamine in migraine predated the clinical 
trial methodologies used with the triptans, it is difficult to assess 
the clinical efficacy of ergotamine versus the triptans. In general, 
ergotamine appears to have a much higher incidence of nausea 
than triptans but less headache recurrence.

Nasal Nasal formulations of dihydroergotamine (Migranal), zol-
mitriptan (Zomig nasal), or sumatriptan can be useful in patients 
requiring a nonoral route of administration. The nasal sprays result 
in substantial blood levels within 30–60 min. Although in theory 
nasal sprays might provide faster and more effective relief of a 
migraine attack than oral formulations, their reported efficacy is only 
approximately 50–60%. Studies with a new inhalational formulation 
of dihydroergotamine indicate that its absorption problems can be 
overcome to produce rapid onset of action with good tolerability.

Parenteral Administration of drugs by injection, such as dihydro-
ergotamine and sumatriptan, is approved by the FDA for the rapid 
relief of a migraine attack. Peak plasma levels of dihydroergotamine 
are achieved 3 min after IV dosing, 30 min after IM dosing, and 
45 min after SC dosing. If an attack has not already peaked, SC or 
IM administration of 1 mg of dihydroergotamine suffices for about 
80–90% of patients. Sumatriptan, 4–6 mg SC, is effective in ~50–80% 
of patients, and can now be administered by a needle-free device.

DOPAMINE RECEPTOR ANTAGONISTS
Oral Oral dopamine receptor antagonists can be considered as 
adjunctive therapy in migraine. Drug absorption is impaired dur-
ing migraine because of reduced gastrointestinal motility. Delayed 
absorption occurs even in the absence of nausea and is related to 
the severity of the attack and not its duration. Therefore, when oral 
NSAIDs and/or triptan agents fail, the addition of a dopamine receptor  
antagonist, such as metoclopramide 10 mg or domperidone 10 mg 
(not available in the United States), should be considered to 

On how many days in the last 3 months did you miss work or school because 
of your headaches?

How many days in the last 3 months was your productivity at work or school 
reduced by half or more because of your headaches (do not include days 
you counted in question 1 where you missed work or school)?

On how many days in the last 3 months did you not do household work 
because of your headaches?

How many days in the last 3 months was your productivity in household work 
reduced by half or more because of your headaches (do not include days 
you counted in question 3 where you did not do household work)?

On how many days in the last 3 months did you miss family, social, or leisure 
activities because of your headaches?

On how many days in the last 3 months did you have a headache? (If a 
headache lasted more than one day, count each day.)

On a scale of 0–10, on average how painful were these headaches? (Where 
0 = no pain at all, and 10 = pain as bad as it can be.)

*Migraine Disability Assessment Score
(Questions 1−5 are used to calculate the MIDAS score.)
Grade I—Minimal or Infrequent Disability: 0–5
Grade II—Mild or Infrequent Disability: 6–10
Grade III—Moderate Disability: 11–20
Grade IV—Severe Disability: > 20
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INSTRUCTIONS: Please answer the following questions about ALL headaches you have had 
over the last 3 months. Write zero if you did not do the activity in the last 3 months.

*MIDAS Questionnaire

FIGURE 447-4 The Migraine Disability Assessment Score (MIDAS) Questionnaire.
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