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Discussion of current triptan options
in the treatment of migraine.

D and

5 ive year-s have elapsed since the advent of triptan options graine that needs ro be stopped as quickly and conlpletely as

f< ,:. the.treatment of choice for migraine.''': With the vast possible. Frova and Amerge are for the long lasting migraine
I cltntcal experieuce gained over this period, it is useful to and the traditional triptans for the rest.
review triptan delivery efficacy, and dosage for the wide variety Following are discussions of clinical observations for each of
of migraine presenrations. the triptani identified above.

There are currently six triptans available on the US market.
They are - in the order of their introduction 

- Imitrex, Max- lmilfgX
alt, Zomig, Axert, Frova, and Amerge. Available dosages and
manufacturers are listed in Thble l

Available in Europe, and possibly soon in the U.S., is elerrip-
tan in 80mg tablets fiom Pfizer.

With the notable exception of Imitrex nasal spray and Imitrex
injectable, which have an increased p"...rrtrg" ofefficacy over
any pill, the e{ficacy rares berween all of the pills - comparing
dose to dose - are roughly the same with only minor variation_
In general, when one combines most of the studies done on var-
ious triptans in comparing equal doses oF the or.al agents, they
all seem to work in the 40 to 60Vo range. While most triptans
seem toworkwith statistically equal efficacy, there does seem to
be a variance in the individual preference for triptans.

The triptan class contains three categories: the ultra fast or
immediate acting, the fasr acring, and the slow actingAong lasr-
ing triptans (see Thble 2).

Imitrex injectable is the only ultra-fast acting triptan and has
a 707o response rate. The tast acting triptan. ,.e th. ffadition-
al triptans: Imitrex rabler and nasal spray, Maxalt, Zomig, and
.Axert. The slow acting/long lasting triptans are Amerge and
Frova. We now have a wide range of treatment options for the
many presentations of migraine. Imitrex injectable is for the mi-

Imitrex has the advantage of coming with the rnost widely di-
verse dosage forms and delivery systems. The nasal spray and
the i4jectable of[er alternatives for the nauseated or migraine
patient with actual emesis. There is certainly no doubt that the
subcutaneous form of lmitrex is the triptan that works the quick-
est and is most generally effective. It has a 70Vo effrcaq,at a one
.hour rresponse rate compared to a two-hour response rate for
all the others. Another advantage is that you can move between
the dosage forms. There is allowance for individual migraine
varialion between individual patients. For instance, one can use
an Imitrex tablet for mild headaches or headaches having slow
onset with the option of switching to an Imirrex nasal spray if
the headache onset accelerates or has more nausea assciciated
with it. Imitrex iqlectable can be used if the headache is com-
ing on rapidly, the patient is vomiting, or if a break-through
headache occrrs with tablet use. When Imitrex pill or nasal spray
is used as a starting dose, Imitrex allo-lvs the option of a follow-
up with Imitrex ir{ectable in the event that the headache does
not respond or worsens. Note however that the FDA has not ap-
proved ry:4ing Imitrex injectable with any other tripran so rhar
Imitrex injectable is not an option if a different triptan was used
as the starting dose, Tle only option in this ca'se is to utilize
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Choosing the Right Triptan

Amerge {naratriptan) Glaxo Wellcome

lmitrex (sumatriptan) G

Triptans Available on the US Market

Taau 1

medication outside of the triptan class.
Disadvantages of Imitrex include side ef-
fects and recurrence rate. The side effects,
however:, typically last only 30 minutes.
The Imitrex pill has a 40Vo chance of side
effects, which is grearer than other trip-
tans.with the exception of eletriptan 80
mg. The recurrence rate of the Imitrex in-
jection is 35-5OVo and for the Imitrex oral
is 25-40Vo. Thble 3 summarizes the advan-
tages/disadvantages of Imitrex.

Maxall
Maxalt does show some evidence of hav-
ing a somewhat quicker onset of action
than Zomig and Imitrex oral. (Some re-
sponse at 30 minutes) However, it is still
much slower than the Imitrex iqjectable.
This may be due to its quicker T-u*. This,
however, may lead to a greater incident of

headache recurrence. AII triptans com-
bined have a recurrence rate of 2o-4b/q
while Maxalt has a 29-47Vo recurrence
rate.3 There is some coofiision surround-
ing the oral dissolving preparation. Some
physicians and patients think it is ab-
sorbed in the buccal surface and has a
faster onset. Actually both the orally ab-
sorbing tatrlet and the pill are absorbed
through the GI tract. There is some evi-
dence that the orally dissolving tablet has
a slower onset of action than the non-dis-
solving tablet. The benefir of the melt
tablets is convenience. It is easier to use
if the patient is nauseated or does not
have water available to follow the pill. Of
interest is that sni{Iing with the Imitrex
nasal spray, while also contributory to the
bad taste effect, changes the absorption
to the GI route. This slows the onset of ef-

ficacy compared to the nasal route. Table
4 summarizes the advantages/disadvarr
tages of Maxalt.

Zomig
Zomig oflers some diversity in that it is
offered in a pill, melt and soon in a nasa
spray. On the other hand, Zomig offers
no advantage in side effect profile, onset
of action or recurrence rate. When ini-'tially released, Zomig was characterized
as being able to cross rhe blood/brain bar-
rier easier than Imitrex or Maxalt, and as
a result, might have a greater efficacy or
speed ol efficary. This eflect has proven
not clinically significant in studies. Rea-
sons for this may be naro-fold. First, cross-
ing the blood/brain barrier may nor be
important in control of migrainei. Action
at the 5FIT1g receptor is in the blood ves-
sels.a The 5HT1D receptor is locateci on
the intracranial branch of the trigeminal
nerve. A recent sttrdy tested a dr-ug that
only agonized the 5HT1p receptor3 and it
showed no effect on migraine. Flence, ac-
tion at the trigeminal nerve (across the
blood,brain barrier) may not be as im-
portant. Secondly, the blood/br-ain barri-
er seems to change during the migraine
attack making all triptans equally effec-
tive at crossing the blood,rbrain barrier
during [he actual migraine event.5 Thble
5 summarizes advantages/disadvantages
for Zomig.

Axert
Axert has a quick onset and action simi-
lar to Maxalt and eletriptan with a re-
sponse time of 30 minutes. It also has a
low incidence of side effects, parricularly
a much less incidence of chest pain. It
should be mentioned that the chest pain
associatedwith triptans is usually non-car-
diac. It is either due to abnormalities in
the chest wall or the esophagus, but not
due to any process involving the heart.
Howeve4 Axert may be a good alternative
for a patient's piece of mind. Axert also
does seem to have some decreased inci
dence of recurrence as compared to all
three of the above and is available in 6 mg
and tz.r mg doses. Thble 6 summarizes
the advantages/disadvantages of Axert.

Eletriptan
Eletriptan has a fast onset similar to Axert
and Maxalt with response within B0 min-
utes. It has superior effrcacy to Imitrex
l00mg at 40 and 80mg doses. Its mode of
elimination means one must be carefirl in

Taelr 2,
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Slow onseVlong acting
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Triptan Categories and Uses

t6 Practical PAIN MANAGEMENf,, Jan/Feb 2003

:
Maxalt (rizahiptan)

Elan

.,.::l

Moderate onset;

0uick



Choosinq the Right Triptan

TreLe 3.

TABLE 4. Summary of adaantages

Taeue 6. Summary of adaantages and disafutantages of Axert.

TABLE 7. Sumtnary ofad,uantages

TasLE 8. Su,mmary of adtLantages
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and, d,isadilantases of Maxalt.

Taere 9. Summary of afutantages.and disadaantages of Amerge.

mixing it with certain medications such as erythromycin antibi-
otics and certain antifungals. It has the greatest amount of side
effects of any of the triptan pills, even greater than Imitrex
l00mg. Side effects at 20 mg occur in 347o of patients; at 40m9,
35Vo; and at 80mg, 5l/o. lt" is essentially a faste4 more effective
Imitrexwith more side effects and medication interactions. Thble
7 summarizes the advantages/disadvantages of Eletriptan.

Frova
Frova's main advantage is its extremely long half-life of tr,venty-

four hours. The negative side is its speed of onset. It is slow
(about 3 hours)u compared to Imitrex, Maxalt, Zomig, Axert, and
Eletriptan. When it finally does kick in, there seems to be a de-
creased recurrence rate. However:, when compared in at least one
head to head study with Amerge, there was no difference in re-
currence rate. While, it may still offer some advantage in the pa-
tient for whom recurrence is a factoq it is most appropriate for
the patient having a slow onset of headache. It may also have a
place in the treatment of migraine with prodrome. Frova might
show a benefit, if taken prior to the actual headache, for those
migraineurs who have a warning or sense of an imminent mi-
graine.u At least one study also shows benefit in menstrual mi-
graine.u Frova's nitch is the slow onset, long lasting, recurring
headache or the early-on predictable migraine (prodrome).
Thble 8 summarizes the advantages/disadvantages of Frova.

Amerge
Amerge was specifically developed to have a low incidence of
side effects. Because the dose that causes low incidence ofside
effects also causes slower onset of action, it is generally one of
the least effective triptans, yet, similar to Frova, it is an option
when a slow onset/long acting triptan is indicated. It has lower
recurrence rate (17-28Vo) than any ofthe above except for Frova,
making it a good agent to use where recurrence is a problem.
Because of its long duration of activity (approximately twelve
hours) it can also be used in a prophylactic manner. For patients
who wake up with early morning headaches, it can be taken at
bedtime to help ward these off.u For certain people with long
acting headaches such as a menstrual migraine; it can be taken
every twelve hours for three to four days during this cycle to help
decrease these long acting migraines. It can also be used in mi-
graine with prodrome or advanced warning. A recent study com-
paring Frova and Amerge, both given at bedtime in advance of
migraine, showed efficacy in decreasing migraine intensity and
frequency the following day. The patients generally preferred
Amerge to Frova for decreasing both migraine incidence and
severity the following day.u Amerge, however will generally be
little help for migraines having moderate of quiqk onset or mod-
erate or severe intensity. Thble 9 summarizes the advantages/dis-

and disadaantases of Eletri.ptan.

and disadaantages of Frora.

ZOMIG

MAXALT

AMERGE

FROVA

llasal/0ral
Can be combined

Nasal spray used

i.i;.

ii:..:

._ .^eE 5- Summary of ailaantages and d'isadaantages of Zomig. 4a

i;



Choosing the Rigl'rt Triptan

TABLE 10.

TABLE 1 1,

advantages ofAxert.

Discussion
Tiiptan attributes vary fiom one formu-
Iation to another. The variety allows ser
lection of a triptan that works best for a
particular patient with a particular mi-
graine presentation. Thble 10 summarizes
triptan attributes relative to speed of
onset, recurrence, side 6ffects, dosage
forms, and drug interactions. It has been
found that a migrainer, having failed one,
two, or even three of the available trip-
tans on the market, may still find success
with the one of the remaining triptans. It
is advisable to try each of the available
triptans before a patient is deemed "rip-
tan failure."

A stratified apploach versus the step
approach is preferable.8 The Disability in
Strategies of Care (DISC) Study showed
that physicians should choose a drug ac-
cording to MIDAS scoress and according-
ly prescribe migraine treatrnents accord-
ing to severity. This is opposed to ar-
tempting OTC's, then metoclopramide,
and then oral triptans and eventually
working up to the Imitrex injectable. The
stratified approach skips the early steps
in a person that clearly meets criteria for
a triptan and possibly the injectable form

Most migraine specialists

will relate instances

where they haue tried

seaera,L oral triptans

without success, but

found a third or fourth

triptan, which did giae

the patient reliof 1;., ,,,,,,1,,

and avoids the frustration of the physi
cian and patient when the initial inade-
quate medication fails.

It is important to use equipotent
dosages when comparing triptans and,
before a particular triptan can be consid-
ered a failure, use the maximum dose and

most effective route (see Thble ll)..Ce
tainly do not deem the patient a tripta\-
failure until having tried the "Gold Stan-
dard" which is the Imitrex injectable
form,

In evaluating different triptans for ef-
hcacy, it is necessary that a single triptan
be utilized for a minimum of two or three
headachesto for accur-ate assessment. Such
trials should be initially matched to a mi-
gr-aine's particular presentation (speed of
onset, severity, etc.) and applied at the ap-
propriate stage in the course of a mi-
graine. For example, trying any one ofthe
oral tablets with a severe headache late in
its course is not going to be comparable
to Imitrex injectable early in the course
of a mild migraine. Research has shown
that early treatment in the migraine, pos-
sibly even with prodrome, means the pa-
tient is more likely to achieve complete re-
liet and no recurrence.u'ro

$ummary
The current choice of triptans gires th\
practitioner multiple options in address-
ing varying migraine presentation and
pal-ient preference.

Imitrex may be used for a patient w\
has both slow onset a.nd quick onset ofmi:
graines. One milht lse i.rritre* prepara-

(cont'inued, on page 37)
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Choosing the Right Triptan

(continutd from page I I )
tions for a patient for whom a pill some-
times works but often times needs rescu-
ing with Imitrex injectable. For patients
preferring afi'orally dissolving tablet,
Maxalt or Zomig are options. Among the
oral preparations, Maxalt, Axert and
Eletriptan may have the possible advan-
tage of fastest onset. Axert, Frova and
Amerge have the advantage of offering
the lowest side effect profile in patients
with side effect problems. Frova and
Amerge offer advantages if the parient
has problem with recurrence and if the
headaches have slow onset. Both might
also have advantages in prophylactic set-
tings or migraines with prodrome.

There are some unpredictable or idio-
syncratic differences among the triptans.
A recent study comparing Maxalt MLI to
Zomig ZMT (orally dissolvable prepara-
tions) found equal patient preference be-
tween the nvo. Of the patients that ex-
pressed a preference of one or the other,
the preference was not necessarily based
on an identifiable reason such as speed of
onset, general efficacy or side effect pat-
tern. In short, therewas no singular iden-

tifiable trait that patients preferred be-
tween them. Rather the individual trip-
tan preference seemed to be totally ran-
dom, although roughly equal.'

Most migraine specialists will relate in-
stances where they have tried several oral
triptans without success, but found a third
or fourth triptan, which did give the pa-
tient relief. A small study of Imitrex oral-
failure patients were given Maxalt or
Zomig. Researchers found a response rate
of 70-80% of the z\Va who failed Imitrex.
Therefore, while any one triptan,has a
total response rate of 70%, combining all
triptans yields a total response rate in rhe
range of 907o. I

Dr Oliaer is Medical Dircctor of tlu Oliuer
Flmtlache U Pain Cli,nic, a, regional pain cen-
ter in Euansuille, IN, and President of the In-
d,iana Pain Acadenzy. He regularly lectures,

writes, does research and cond,ucts setninars on
rrultidisciplinary pain rnanagement. He can
be contacted at Oliuerclinic@cs. com.

April T@lor is a research wr.iter on rnultiltle
proJects for Dr. OLiaer. She is also a d:iabetes

nu.rse ed,ttcatar far critical catdiac ca.w palients
at M etho rlist H o spital, I tdianap o lis, I n tlian a.
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TENS Unit, 1-mode $30.95 (20+)$27.00

TENS Unit, 3-mode & timer $38.95 (20+) $34.95

MICR0 Il $54.95 (20+) $48.95

EMS UNITS $54.95 (20+)$48.ss

lF-4250 VAG adapter $199.95

4 Channel Digital EMS $575.00 (0ffice Model)
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wwwcl i n icalhealthservices.boni

Salely Cap

(813)871 -3120 / (888)249-4346
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