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When should your patients take
their acute migraine medication?
Is early treatment better?

Arthur H. Elkind, MD, and Barbara Parrilli, RN, MS

Arthur H. Elkind, MD, is Director of the Elkind Headache
Center in Mt. Vernon, New York. Barbara Parrilli, RN, MS,
works at the Elkind Headache Center.

Acute migraine medications work best when given
as soon as possible after the onset of headache. For
methodologic reasons, researchers who conducted
early clinical trials investigating acute migraine
agents asked patients to wait until their pain was of
moderate or severe intensity before taking the med-
ication. When some patients deviated from the pro-
tocol and took the medication while their pain was
still mild, they achieved much better results.'

Many retrospective analyses and prospective tri-
als have subsequently reported improved outcomes
when triptans were used early to treat mild pain. For
example, a post hoc analysis of an open-label trial iden-
tified a subgroup of 118 migraineurs who had each
treated at least three mild and three moderate to severe
attacks with almotriptan 12.5 mg during a 12-month
study period; two-hour pain-free rates were 84% for

the mild headaches and 53% for the moderate to severe

headaches, a significant difference (P < 0.001, Figure).”

The value of early treatment can be explained by
some elegant research into the pathophysiology of
migraine. Studies have shown that migraine initial-
ly develops as peripheral sensitization of the trigemi-
novascular neurons, which manifests clinically as
throbbing headache exacerbated by movement. This
develops into central sensitization of the trigemino-
vascular neurons, which manifests clinically as cuta-
neous allodynia (ie, exaggerated skin sensitivity).’
Allodynia develops in approximately 70% of
migraine patients within 20 to 120 minutes of
headache onset. Once allodynia has become estab-
lished, migraines become more refractory to treat-
ment.* Therefore, by treating early, before the devel-
opment of central sensitization, the effectiveness of
acute migraine agents can be maximized.

There are some concerns, however, regarding early
treatment. Clinicians must carefully monitor patients to
guard against medication overuse, which can lead to
medication overuse headache, and advise patients par-
ticularly to avoid using a triptan during prodrome or
pre-aura/headache symptom that may suggest an
impending migraine. Patients may be cautious about
using up a limited supply of triptans, delaying treat-

ment until they are sure

that they are experiencing a
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Two-hour pain-free rates, recurrence, and use of rescue medication for 118
migraineurs after treatment of at least three mild and three moderate to severe
migraine attacks with almotriptan 12.5 mg in a 12-month open-label trial.

migraine and that the pain
will be severe.” However,
most migraineurs are able
to correctly predict their
migraines based on pre-
monitory symptoms,” and it
has been reported that the
majority of migraines will
progress to severe pain
intensity.” Another barrier
to patients’ treating early is
adverse
the

choice of a triptan with a

concern about

5,8
events. However,

low incidence of adverse

Data extracted from Pascual and Cabarrocas. Headache. 2002.

events should alleviate this

concern.




After reviewing all of the evidence published to
date, we recommend that patients treat their migraines
early to achieve the best possible response, ideally

while their pain is still mild.

REFERENCES

1. Cady RK, Sheftell F, Lipton RB, et al. Effect of early intervention with sumatriptan
on migraine pain: retrospective analyses of data from three clinical trials. Clin Ther.
2000;22:1035-1048.

2. Pascual ], Cabarrocas X. Within-patient early versus delayed treatment of migraine
attacks with almotriptan: the sooner the better. Headache. 2002;42:28-31.

With seven triptans available, how
do you select the appropriate agent
for your migraine patients?

Jeffrey R. Unger, MD, and Patricia Stanley, NP

Jeffrey R. Unger, MD, is Director of the Chino Medical Group at
the Headache Intervention Center in Chino, Calif. Patricia
Stanley, Np, works at The Neurology Center in Oceanside,
Calif.

Acute intervention strategies vary depending on the

severity of the patient’s headaches." While mild,
intermittent headaches may respond well to OTC
medications and NSAIDs, triptans are recommend-
ed as first-line therapy for patients with
moderate or severe headaches and for
those whose headaches did not respond
to nonspecific agents in the past.”

3. Burstein R, Cutrer MF, Yarnitsky D. The development of cutaneous allodynia dur-
ing a migraine attack: clinical evidence for the sequential recruitment of spinal and
supraspinal nociceptive neurons in migraine. Brain. 2000;123:1703-1709.

4. Burstein R, Collins B, Jakubowski M. Defeating migraine pain with triptans: a race
against the development of cutaneous allodynia. Ann Neurol. 2004;55:19-26.

5. Foley KA, Cady R, Martin V, et al. Treating early versus treating mild: timing of
migraine prescription medications among patients with diagnosed migraine.
Headache. 2005;45:538-545.

6. Giffin NJ, Ruggiero L, Lipton RB, et al. Premonitory symptoms in migraine: an
electronic diary study. Neurology. 2003;60:935-940.

7. Silberstein SD. Migraine symptoms: results of a survey of self-reported
migraineurs. Headache. 1995;35:387-396.

8. Gallagher RM, Kunkel R. Migraine medication attributes important for patient compli-
ance: concerns about side effects may delay treatment. Headache. 2003;43:36-43.

the method of administration preferred by most
patients. Migraines that develop gradually (over two
to four hours) may be treated with one of the slower-
acting triptans such as frovatriptan or naratriptan,
which have also been successful as prophylaxis for
menstrual migraine.

As all of the triptans have been shown to be safe
and effective for the acute treatment of migraine,
successful management should focus on the follow-
ing desired outcomes of treatment: 1) patient should
become pain free within two hours of using a trip-
tan; 2) once a triptan is used, the headache should

Table. Comparison of Other Oral Triptans

With Sumatriptan 100 mg

2-Hour Sustained Consistency
Once it has been determined that a pain relief pain free of effect  Tolerability
patient is an appropriate candidate for a Almotriptan 12.5mg = i + ++
triptan, it is necessary to collect informa- | Rizatriptan 10 mg + + +HH)* =
tion on the patient and his or her partic- Eletr!ptan 40 me, =+ a - -
. . . Eletriptan 80 mg +(+) + = =
ular migraine attack profile. It is a gener- -

Zolmitriptan 2.5 mg = = = =
al rule of thumb that for the small Zolmitriptan 5 mg _ _ _ _
percentage of patients whose migraine Rizatriptan 5 mg = - - -
attacks reach peak intensity very quick- Sumatriptan 50 mg = = =/~ =
ly or are associated with severe gastro- | Naratriptan 2.5 mg - - - +t

Sumatriptan 25 mg - =/- - +

intestinal symptoms (nausea and vomit-
ing), non-oral formulations may be
necessary (ie, subcutaneous injection,
nasal spray). For the more prevalent day-
time attacks of moderate to severe pain
intensity, it has been shown that approx-
imately 70% will be relieved after oral

administration of one of the triptans’—

Eletriptan 20 mg - -

—, inferior; =/-, possibly inferior; =, no difference; +, better;
++, much better compared with sumatriptan 100 mg.

+(+), possibly much better;

*The unusual design of the rizatriptan study makes it difficult to compare the consistency of

effect with those of the other agents.

*Not an approved single dosage in the United States.

Reprinted from The Lancet, 358, Ferrari et al, Oral triptans (serotonin 5-HT(1B/1D) agonists in
migraine management treatment, 1668-1675." Copyright © 2001, with permission from Elsevier.
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not recur within 24 hours; 3) the triptan should be
well tolerated and have minimal adverse effects; 4)
while becoming pain free within two hours of trip-
tan use is important, returning to full function is also
desirable.

Because migraineurs differ in their needs, prefer-
ences, characteristics, and response to treatment, cli-
nicians should be familiar with more than one trip-
tan so that if one agent does not provide satisfactory
results the patient can be switched to another. Results
of a recent meta-analysis (24,089 patients enrolled in
53 clinical trials of oral triptans) have shown that
while oral sumatriptan is currently the most com-

monly prescribed triptan, having been available for

What do you recommend to
a patient taking analgesics for
headache on a daily basis?

Timothy R. Smith, MD, RPh, FACP, and Jill Stoneman, FNP

Timothy R. Smith, MD, RPh, EACP, is Director of Clinical Research
at Mercy Health Research and Medical Director of the Ryan
Headache Center in St. Louis. Jill Stoneman, FNP, works at the
Ryan Headache Center.

Daily use of analgesics is a serious issue which must be
addressed. Individuals with headache often don't real-
ize that overuse of analgesics can lead to rebound
headache, also known as medication overuse headache
(MOH), a growing worldwide problem. Epidemiologic
data suggest that up to 4% of the general population
overuse analgesics and other agents for the treatment
of pain conditions such as migraine. Approximately
1% of the population in North America, Europe, and
Asia have MOH, making it the third most frequent
form of headache after tension-type and migraine."
The new International Headache Society classifica-
tion system defines MOH as headache present on more
than 15 days per month, markedly increasing in fre-
quency during the use of pain medicine and resolving
or reverting to its original pattern within two months
after discontinuation of the pain medication (Table).’
The diagnostic criteria are broken down by the type of

pain medication being overused, requiring intake on

the longest period of time, newer, second-generation
triptans also should be considered, as there are sub-
tle differences in efficacy, consistency, and tolerabili-
ty among triptans that may be clinically relevant for
individual patients (Table).
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10 days per month for more than three months for
ergots, triptans, opioids, and combination medications
and on 15 days per month for more than three months
for simple analgesics.’

As some patients do not consult with a health care
provider until their pain becomes unbearable and they
are already overusing analgesics, they may already
have MOH. The treatment of choice for MOH is abrupt
and complete withdrawal from the pain medication
being overused.*® Withdrawal can be achieved on an
outpatient basis for patients who are highly motivated
and self disciplined and who are not experiencing
depression or anxiety; who are overusing single-agent
therapies but not barbiturates, opioids, or tranquiliz-
ers; and who show no other signs or side effects of
medication overuse.' Withdrawal symptoms, includ-
ing withdrawal headache, nausea, vomiting, arterial
hypotension, tachycardia, sleep disturbances, restless-
ness, anxiety, and nervousness, can last from two to 10
days. Patients with tension-type headache and those
overusing analgesics experience stronger withdrawal
symptoms and a higher relapse rate.

Relapse rates one year after withdrawal were 73%
in patients with tension-type headache and 22% in
patients with migraine.” One-year relapse rate after
withdrawal from analgesics was 58%, compared with
20% with ergots and 19% with triptans. A similar trend



Table. Diagnostic Criteria of Medication Overuse Headache

is to prevent its development in the
first place. Headache patients must

Ergotamine Triptan Analgesic Opioid Combination be informed of the risks of medica-
8.2.1 8.2.2 8.2.3 8.24 8.2.5 . . .
= tion overuse and be provided with
Headache present on > 15 days/month fulfilling ) . .
criteria C and D and 2 1 of the characteristics in A the most effective and specific pain
A. Bilateral Mainly Bilateral Bilateral medications available. Patients
Pressing/ unilateral Pressing/ Pressing/ .
tightening  Pulsating tightening tightening should also be instructed on the
Mild/mod Mod/severe Mild/mod Mild/mod appropriate use of their acute med-
intensity intensity intensity intensity -
Aggravated ications and be followed closely to
by routine ensure that these agents are work-
activity . . .
Nausea and/ ing, as efficacy failures may lead to
or vomiting chronic overuse. Open communica-
or photo-/ . . .
phonophobia tion between patient and caregiver
B. >10d/moon >10d/moon =15 d/mo >10d/mo 210 d/mo and careful patient monitoring
regular basis  regular basis for>3mos  for>3 mos for>3 mos should decrease the risk of medica-
for=3 mos  for>3 mos .
tion overuse.
C. Headache Headache Headache developed/markedly REFERENCES
developed/ frequency worsened during overuse 1. Diener HC, Limmroth V. Medication-overuse
markedly markedly headache: a worldwide problem. Lancet Neurol.
worsened increased 2004;3:475-483.
during during 2. Limmroth V, Katsarava Z. Medication overuse
overuse overuse headache. Curr Opin Neurol. 2004;17:301-306.

discontinuation

D. Headache resolves or reverts to its previous pattern within 2 months after

3. Olesen J, Bousser M-G, Diener H, et al. The interna-
tional classification of headache disorders, 2nd ed.
Cephalalgia. 2004;24(suppl 1):1-160.

Data extracted from Olesen et al. Cephalalgia. 2004.”

4. Linton-Dahlof P, Linde M, Dahlof C. Withdrawal
therapy improves chronic daily headache associated

was seen in four-year relapse rates: 91% for tension-
type headache versus 32% for migraine, and 71% for
analgesics versus 21% for triptans.”

The best strategy for reducing the prevalence of MOH

Can you compare headache
recurrence rates among agents
that achieve different initial
response rates?

Jeffrey R. Unger, MD, and Patricia Stanley, NP

Headache recurrence (or relapse) is a limitation of all
acute migraine medications and is often given as a
reason for stopping a drug. Definitions of recurrence
have varied in the literature, making interpretation
difficult.' In some studies, patients must have
achieved pain-free status initially and subsequently

experienced recurrence of at least mild pain; in other

with long-term misuse of headache medication: a ret-
rospective study. Cephalalgia. 2000;20:658-662.

5. Smith TR, Stoneman J. Medication overuse headache from antimigraine therapy:
clinical features, pathogenesis and management. Drugs. 2004;64:2503-2514.

6. Katsarava Z, Limmroth V, Finke M, et al. Rates and predictors for relapse in medication
overuse headache: a 1-year prospective study. Neurology. 2003;60:1682-1683.

7. Katsarava Z, Muessig M, Dzagnidze A, et al. Medication overuse headache: rates
and predictors for relapse in a 4-year prospective study. Cephalalgia. 2005;25:12-15.

studies, initial relief of mild pain and recurrence of
moderate pain was sufficient. Some trials allowed the
use of rescue medications with or without the require-
ment to report them. The recurrence window has
been defined as from two to 24 hours postdose or
from four to 24 hours or up to 48 or 72 hours. Finally,
recurrence rates have been presented as a percentage
of all patients (including nonresponders), rather than
as a percentage of responders only.

Recurrence appears to be consistent for individual
patients using a particular drug; patients who have
recurrence of the first attack treated with a drug are like-

ly to experience recurrence of all attacks treated with the
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same drug.' However, headache recurrence is not neces-
sarily consistent across drugs.

Headache recurrence rates cannot be compared easi-
ly across drugs, even within the same trial, because of
differences in initial response rates and use of rescue
medication. Even in a crossover trial, the attacks that
respond to treatment by the different drugs will have dif-
ferent profiles, making them unable to be compared.
When evaluating two drugs, the more effective agent
will result in a higher initial response rate by relieving
attacks (more severe, longer duration) that would not
have responded to the less effective drug. Such
headaches are more difficult to treat and may be more
susceptible to headache recurrence. Indeed, a study

exploring the risk factors for headache recurrence after

Table. Calculation of 24-Hour Pain Relief From

Two-Hour Pain Relief and Recurrence

sumatriptan use reported that recurrence was more fre-
quent in patients who had migraine attacks associated
with severe symptoms and a longer untreated attack
duration.”

Using published rates of two-hour pain relief and
recurrence at two to 24 hours, a simple calculation shows
that triptans with lower recurrence rates result in the
fewest patients with pain relief at 24 hours by virtue of
their lower initial (two-hour) pain-relief rates (Table).

Therefore, it is now being recommended that sus-
tained pain free be used as the endpoint to evaluate acute
migraine therapy. Sustained pain free is a composite
measure defined as the proportion of patients who are
pain free by two hours postdose who do not experience
a recurrence of moderate or severe headache and who
do not use any rescue medication two to 24
hours postdose.” * Although this endpoint is
difficult to achieve (rates range from 10.6% for

2-Hour pain  Recurrence  24-Hour pain eletriptan 20 mg to 25.9% for almotriptan 12.5
relief, % 22 IhouRoulie iefXok mg),’ it captures the features patients say the
Frovatriptan 2.5 mg 42 17% 35 & p o p yHey
Naratriptan 2.5 mg 49 21 39 want from an acute migraine therapy.
Sumatriptan 100 mg 59 30 41
- REFERENCES
Zolmitriptan 5.0 mg 66 34 44 1. Ferrari MD. How to assess and compare drugs in the management of
Rizatriptan 10 mg 69 37 44 migraine: success rate in terms of response and recurrence. Cephalalgia.
. 1999;19(suppl 23):2-8.
Alm?trlptan 12.5 mg 61 26 45 2. Visser WH, Jaspers NM, de Vriend RH, Ferrari MD. Risk factors for
Eletriptan 40 mg 60 21 47 headache recurrence after sumatriptan: a study in 366 migraine patients.
. . e i, Cephalalgia. 1996;16:264-269.
*Data extracted from Silberstein SD. Migraine. Lancet. 2004;363:381-391. 3. Ferrari MD, Goadsby P}, Roon K, et al. Triptans (serctonin, 5-HT 1B/1D
fCalculated as follows: [(100-recurrence rate)/100] x 2-hour pain relief rate. agonists) in migraine: detailed results and methods of a meta-analysis of 53
+ . A . . trials. Cephalalgia. 2002,22:633-658.
ZDgée;?gg_c;gd o CliEEin (el i ) Gaes (2 Ol e e ez 4. Tfelt-Hansen P, Block G, Dahlof C, et al. Guidelines for controlled trials
L i of drugs in migraine: second edition. Cephalalgia. 2000;20:765-786.

Do all acute migraine agents have
similar tolerability profiles?

Timothy R. Smith, MD, RPh, FACP, and Jill Stoneman, FNP

While ergot alkaloids had been commonly used for
the acute treatment of migraine, these agents were
associated with consistently higher rates of adverse
events, especially nausea and vomiting, compared
with placebo, sumatriptan, and other acute agents."
Triptans are now recommended as first-line agents for
the acute treatment of migraine in patients with mod-

erate or severe headache and in individuals with

headache of any severity for whom nonspecific med-
ications are found to be ineffective.’

It is important to distinguish between safety and tol-
erability. All triptans are safe medications provided
they are not used in patients with contraindications or
major risk factors, and no one triptan is demonstrably
safer than the others.’

Despite being contraindicated for patients with car-
diovascular disease, recent reports have concluded that
the incidence of triptan-associated serious cardiovas-
cular adverse events is extremely low"” and the cardio-

vascular risk-benefit profile of triptans favors their use



Table. Placebo-Subtracted Adverse Events

clinicians because

they mimic acute

Number Any, % CNS, % Chest, % angina pectoris or
of patients  (95% CI) (95% CI) (95% CI) myocardial infarc-
Zolmitriptan 5 mg 2005 24.5 (15.5; 33.5) 11.5(6.1; 16.8) 2.9(1.2; 4.6) tion. Chest symp-
Eletriptan 80 mg 1393 18.9 (11.2; 26.6) 146(102 19.0) 6 (0.6; 4.5)
Imitriptan 2.5 m 2392 15.9 (9.6; 22.1) 9 (4.3; 15.5) 0(0.7; 3.3) toms were report-
Z ri .
? ml. e 5 ed by around 20%
Rizatriptan 10 mg 2783 13.5(10.6; 16.3) 4(7.2;11.6) 5(0.8; 2.3) . .

. of patients with
Sumatriptan 100 mg 3407 13.2 (8.6; 17.8) 3(3.2;9.5) 7 (0.8; 2.5) . . d
Rizatriptan 5 mg 1963 9 (4.7;11.1) 1(3.2; 9.0 9(-0.04;1.8) | Tustamne. treaten
Sumatriptan 50 mg 2528 8 (2.6; 13.1) 7 (1.0; 6.4) 9(0.4; 3.3) with  triptans;
Eletriptan 40 mg 1870 3.7, 11.8) 5(4.5;10.6) 0.9 (-0.2; 2.0) almotriptan, how-
Sumatriptan 25 mg 1462 4(0.1; 8.8) 7 (-1.2; 4.7) 8 (-1.0; 2.6) ever, was associat-
Naratriptan 2.5 mg 1211 4 (-2.2; 7.0) 9 (-1.2; 5.0) 4 (-0.8; 1.6) ed with an inci-
Eletriptan 20 mg 499 9 (-15.5; 19.3) 6 (-6.6; 11.7) —0.3 (-3.3; 2.6) dence of chest
Almotriptan 12.5 mg 719 8 (-2.7; 6.2) -1.5(3.9,1.00 -0.4(-1.6;0.8) symptoms in less

12
Cl, confidence interval; CNS, central nervous system. than 1%.° In the
Data extracted from Ferrari et al. Cephalalgia. 2002.” meta-analysis, only

in the absence of contraindications.**

Perhaps because of their different pharmacokinet-
ics, the triptans are associated with varying degrees of
tolerability. This is an important factor considering that
71% of migraineurs reported in a recent survey that
they delayed or avoided taking their medication due
to concerns about side effects.” A recent review of trip-
tan formulations concluded that almotriptan, frova-
triptan, and naratriptan may be good choices for
patients with a history of susceptibility to adverse
events.'” A meta-analysis of oral triptans reported a
mean placebo-subtracted rate of any adverse events of
13.2% (95% confidence intervals: 8.6, 17.8) for suma-
triptan 100 mg (Table) and ascribed superiority and
inferiority to other agents when their 95% confidence
intervals did not overlap those of sumatriptan 100 mg.’
Sumatriptan was chosen as the comparator because it
has been available for the longest period of time and
therefore has the largest database of all the triptans.
Only almotriptan 12.5 mg and naratriptan 2.5 mg had
significantly lower adverse event rates, which were
also not different from placebo.

Chest symptoms, characterized by pressure or dis-
comfort in the chest, shortness of breath, or palpita-
tions, are generally not serious and not explained by

ischemia® but are of particular concern to patients and

9

almotriptan 12.5 mg
had a significantly lower rate of chest adverse events
than did sumatriptan 100 mg (Table).’ It has been sug-
gested that the low incidence of chest adverse events
associated with almotriptan is due to its lower intrin-
sic activity on pulmonary arteries and veins, compared
with other triptans.”

With regard to central nervous system (CNS) adverse
events, the meta-analysis showed most triptans to have
rates similar to that of sumatriptan 100 mg, except for
eletriptan 80 mg, which had significantly higher rates
and almotriptan 12.5 mg, which had significantly lower
rates (Table).” Almotriptan’s low rate of CNS adverse
events may result from the absence of an active metabo-
lite and its low lipophilicity (used to predict a com-
pound’s ability to penetrate the blood-brain barrier). "

Since the acute treatment paradigm is moving
towards treating early and patients tend to delay treat-
ment because of concern about side effects, effective
acute agents with excellent tolerability profiles should

be our treatments of choice.
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How do you manage a patient
complaining of sinus headache?

Arthur H. Elkind, MD, and Barbara Parrilli, RN, MS

Sinus headache is a common but nonspecific diagno-
sis given to headaches associated with facial pain
and pressure. While it is often incorrectly self-diag-
nosed by patients,' headache specialists consider
sinus headache to be relatively rare, even in the pres-
ence of noninfectious sinus inflammation.”

When 47 subjects with self-diagnosed sinus
headache underwent a complete medical and neuro-
logic evaluation, 90% were found to have headaches
that fulfilled the International Headache Society (IHS)
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criteria for migraine; subsequent treatment with a
migraine-specific medication resulted in a significant
response.” A larger trial enrolled patients (N = 2,991)
with self-described or clinician-diagnosed sinus
headache who reported an average of three headaches
per month.’ Although a large proportion of the patients
reported sinus symptoms such as sinus pressure (84%),
sinus pain (82%), or nasal congestion (63%), large pro-
portions also reported IHS migraine symptoms, such as
moderate to severe pain (97%), pulsatility (89%), photo-
phobia (79%), and phonophobia (67%); 28% reported
aura and 24% reported vomiting (Figure). An IHS diag-
nosis of migraine with or without aura was applied to
80% of the patients, with an additional 8% meeting IHS
probable

criteria  for
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revealed that most indi-
viduals who believe,
either because of self- or
clinician-diagnosis, that
they have sinus head-
aches actually have
headaches that fulfill IHS
criteria for migraine or
probable migraine.

The American Acade-
my of Otolaryngology-
Head and Neck Surgery"

and IHS’ diagnostic sys-

Typical sinus symptoms (light bars) and International Headache Society migraine symptoms
(dark bars) reported by patients with self-described or clinician-diagnosed sinus headache.

tems describe useful

signs and symptoms to
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help differentiate rhino-

genic headache from
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migraine (Table): the characteristics of the patient’s
head or facial pain and pressure; its location, severi-
ty, frequency, and duration; any association with nau-
sea, vomiting, or photophobia; the presence or

absence of nasal symptoms (especially purulent dis-

Table. Diagnostic Criteria for Rhinosinusitis

American Academy of

Otolaryngology-Head and Neck

Surgery (AAO-HNS) criteria*
rhinosinusitis’

International Headache Society
(IHS) diagnostic criteria for
headache attributed to

Patients with noninfectious rhinogenic symptoms
with headache as a minor complaint should be given
nasal steroids, systemic decongestants, and /or selective
antihistamines. Antibiotics are useful for patients with
infectious sinusitis manifested by symptoms of discol-
ored nasal drainage, nasal obstruc-
tion, facial pressure, and opacifica-
tion of sinuses or mucosal
thickening on CT scans. Patients

with headaches secondary to or trig-

A diagnosis of rhinosinusitis
requires at least two major
factors or at least one major

and two minor factors: criteria C and D

Major factors Minor factors

Fever (acute
rhinosinusitis
only)

Hyposmia/
anosmia

A. Frontal headache accompanied
by pain in one or more regions of
the face, ears, or teeth and fulfilling

B. Clinical, nasal endoscopic, CT

Purulence in Headache and/or MRI imaging and/or laboratory
nasal cavity ~ Fever evidence of acute or acute-on-chronic
Facial pain/ (all non-acute) rhinosinusitis (may include purulence
pressure/ Halitosis in the nasal cavity, nasal obstruction,
congestion/ Fatigue hyposmia, anosmia, and/or fever)
(s Dental pain C. Headache and facial pain develop
Nasal Cough . .
. . simultaneously with onset or acute
obstruction/  Ear pain/ . LT
exacerbation of rhinosinusitis
blockage/ fullness
discharge/ D. Headache and/or facial pain
purulence resolve within 7 days after remission

or successful treatment of acute or
acute-on-chronic rhinosinusitis

gered by structural rhinogenic caus-
es should be referred for otolaryngo-
logic or allergy evaluation as
surgical approaches (eg, septoplas-
ty, resection of the concha bullosa)
may be needed.

It should be stressed that the vast
majority of patients presenting with
self-diagnosed sinus headache—or
one that was misdiagnosed by a
health care provider—probably have
migraine. For decades, headache spe-
cialists have advised patients of
migraine masquerading as sinus
headache and the recent studies ele-

Subcommittee of the International Headache Society. Cephalalgia. 2004.’

Sources: Lanza and Kennedy. Otolaryngol Head Neck Surg. 1997* and Headache Classification

gantly substantiate this fact.

While nonspecific medications

charge); and the temporal relationship between the
headache and nasal symptoms. Diagnostic nasal
endoscopy and CT imaging may be required in cer-
tain patients to confirm rhinosinusitis or reveal
anatomic abnormalities.

Some tips for differential diagnosis are: 1) a stable
pattern of recurrent headaches, with headache as the
presenting complaint, which alter daily function is
most likely migraine; 2) recurrent, self-limited
headaches that are associated with rhinogenic symp-
toms are most likely migraines; 3) patients with evi-
dence of infection or prominent rhinogenic symptoms
with headache as one of several complaints should be
evaluated carefully for ENT pathology; and 4)
headache with associated fever and purulent nasal

discharge is likely rhinogenic in origin.’
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may be helpful for some patients,
most patients who present with problematic recurrent
headaches are likely to have already tried several OTC
analgesics. We therefore recommend a trial of
migraine-specific medication, a triptan, and an

appointment for a follow-up evaluation.
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What do you do if the oral triptan you
prescribed for your migraine patient is
not effective?

Timothy R. Smith, MD, RPh, FACP, and Jill Stoneman, FNP
Failure to respond to one triptan is not predictive of
failure with other triptans. Just as migraine headaches
have different qualities, individuals who experience
migraines have different characteristics and respond
differently to treatment. Also, a patient might experi-
ence adverse events with one triptan, but not with a
different one. In addition, although surveys show that
migraineurs consider complete and consistent pain
relief, absence of recurrence, rapid onset of action, and
absence of side effects to be the most important attrib-
utes of acute migraine agents,' individual needs and
preferences vary. Matching the individual migraineur
with the right triptan might involve a degree of trial
and error. While it is impractical to expect clinicians to

be aware of the subtle differences among seven trip-

tans, it is worthwhile to be familiar with two or three
of them. A large meta-analysis of oral triptans report-
ed that there are differences in the efficacy, consisten-
cy, and tolerability of the triptans that can be clinically
important for individual patients;’ these differences
may be a result of the diverse pharmacokinetics exhib-
ited by the various agents. The authors of the meta-
analysis conclude that at approved dosages, almotrip-
tan 12.5 mg and rizatriptan 10 mg offer the highest
likelihood of consistent success.

Individual response to a particular triptan is likely to
be consistent across attacks; if two attacks respond to a
particular triptan, the third is also likely to respond.’
Conversely, if two attacks do not respond, it is unlikely
that the third attack will respond and a different triptan
should be tried. For example, a recent clinical trial
enrolled patients with a history of two previous poor
responses to sumatriptan.* As expected, after treatment
of a subsequent attack with sumatriptan, 73% did not
achieve pain relief at two hours. These nonresponders

were then randomized to

Figure

treat their next attack
with almotriptan 12.5 mg

33.3%

All patients %

2-Hour pain relief

B Almoiriptan 12.5 mg
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707 of patients in the alme liplan arm and T2% in the
placebo arm treated severe pain at bassline.

and 48% achieved pain
relief at two hours—sig-
nificantly better than
placebo. Pain-free and
sustained pain-free rates
with almotriptan 12.5 mg
were also significantly
better

(Figure).

than placebo

Since lack of response
to one triptan does not
predict likelihood of
Stuslaipve] pain free response to another, we

recommend that patients

who do not respond to

or are dissatisfied with a

24 hours postdose.

Efficacy of almotriptan versus placebo in nonresponders to sumatriptan.
Sustained pain free is defined as pain free at two hours after taking medication with no
recurrence of moderate or severe headache and no rescue headache medication two to

particular triptan be
switched to another

agent in this class. To

Reprinted with permission from Diener et al. Headache. 2005.* Copyright © 2005, Blackwell Publishing.

minimize the chances of

a second triptan failure
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that might cause such patients to discontinue treat-
ment, clinicians should select the agent most likely to

achieve an effective and well-tolerated response.
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How can we increase
migraine patients’ satisfaction
with their acute therapy?

Arthur H. Elkind, MD, and Barbara Parrilli, RN, MS

Studies have shown that migraine is both underdiag-
nosed and undertreated. One survey revealed that only
69% of migraineurs had ever consulted with a clinician
regarding their migraine (48% were still consulting and
21% had lapsed from care) while 31% had never con-
sulted.” Fifty-two percent of migraineurs were using
only OTC medications to treat their migraines while
21% used both OTC and prescription medications. The
underuse of migraine-specific agents like triptans per-
sists despite the recommendation of the American

2. Ferrari MD, Goadsby PJ, Roon K, Lipton RB. Triptans (serotonin, 5-HT 1B/1D ago-
nists) in migraine: detailed results and methods of a meta-analysis of 53 trials.
Cephalalgia. 2002;22:633-658.

3. Dahlof CG. Sumatriptan: pharmacological basis and clinical results. Curr Med Res
Opin. 2001;17(suppl 1):535-545.

4. Diener HC, Gendolla A, Gebert I, Beneke M. Almotriptan in migraine patients who
respond poorly to oral sumatriptan: a double-blind, randomized trial. Headache.
2005;45:874-882.

Academy of Neurology that they be used as first-line
agents for moderate to severe migraine headaches or
for headaches of any severity when nonspecific med-
ications did not provide adequate relief in the past.”
Part of the reason for migraineurs’ dissatisfaction
with their acute therapy may be a result of their under-
use of triptans. The stratified-care approach to treat-
ment (using the patient’s burden of disease to deter-
mine the initial treatment for an attack) provided
significantly greater headache response at two hours
and significantly less disability time compared with
the stepped-care approach (same initial therapy for all
patients).” Furthermore, most patients seeking med-
ical care for their migraine will have already tried one
or more OTC agents for relief. We therefore recom-
the

mend stratified-care

Figure

approach and suggest that
patients with more severe
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headaches and more dis-
abling headaches be started
on triptans rather than face a
failed trial of a nonspecific
pain medication.

To increase migraine pa-
tients’ satisfaction with their
therapy, it is important to give
them what they want. The
properties of acute migraine
agents that migraineurs con-
sider important or very impor-

tant are complete pain relief,

no recurrence, rapid onset, and

Percent of migraineurs reporting variable as important or very important.

no side effects (Figure).4 The

Reprinted with permission from Lipton and Stewart. Headache. 1999." Copyright © 1999, Blackwell Publishing,

endpoint typically used to
compare acute agents, two-
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hour pain free, do not capture all of these desired fea-
tures. Therefore, composite endpoints such as sustained
pain free (pain free at two hours postdose with no recur-
rence of headache and no use of rescue medication from
two to 24 hours postdose) and sustained pain free with
no adverse events should be used to select an agent
more likely to offer patient satisfaction.

For patients who are dissatisfied with their current
acute therapy, switching to an alternate triptan has been
shown to be a successful treatment strategy, as failure to
respond to one triptan does not predict failure to
respond to all agents in the class.” An additional way to
increase patient satisfaction is to treat migraines early,
while the pain is still mild. Early intervention has been
shown to result in higher pain-free rates, lower recur-
rence rates, and less need for rescue therapy.”

Overall, the best way to maximize patient satisfac-

What are the attributes
of an ideal triptan?

Jeffrey R. Unger, MD, and Patricia Stanley, NP

The ideal triptan would be administered orally and
would work quickly and completely with no
headache recurrence and no side effects. The drug
could be taken by all patients and have no contraindi-
cations or drug interactions. The ideal triptan would
also relieve all migraine-associated symptoms and
return the patient to full functioning quickly without
risk for dependency or addiction. Although no such
medication exists, highly effective acute migraine
therapies are available for most patients.

Despite the availability of effective antimigraine
agents, however, a survey of migraineurs showed that
only 29% were very satisfied with their usual acute
treatment for migraine.' This survey and others indi-
cated that migraineurs consider complete pain relief,
no recurrence, rapid onset, and no side effects to be the
most important attributes of acute treatment.'” The
most common reasons given for dissatisfaction with
therapy were delayed pain relief, incomplete relief,

inconsistent relief, headache recurrence, and too many

tion is to improve patient—clinician communication.
Caregivers need to develop a partnership with their
patients to understand their needs and manage their
expectations. By working together on a treatment
plan, accuracy, efficiency, and supportiveness will be
enhanced, health outcomes will be improved, and

patient satisfaction will be maximized.

REFERENCES

1. Lipton RB, Scher AT, Steiner T), et al. Patterns of health care utilization for migraine in
England and in the United States. Neurology. 2003;60:441-448.

2. Silberstein SD. Practice parameter: evidence-based guidelines for migraine headache (an
evidence-based review): report of the Quality Standards Subcommittee of the American
Academy of Neurology. Neurology. 2000;55:754-762.

3. Lipton RB, Stewart WF, Stone AM, et al. Stratified care vs step care strategies for migraine:
the Disability in Strategies of Care (DISC) Study: a randomized trial. JAMA. 2000;284:2599-
2605.

4. Lipton RB, Stewart WF. Acute migraine therapy: do doctors understand what patients with
migraine want from therapy? Headache. 1999;39(suppl 2):520-526.

5. Dodick DW. Triptan nonresponder studies: implications for clinical practice. Headache.
2005;45:156-162.

6. Pascual J, Cabarrocas X. Within-patient early versus delayed treatment of migraine attacks
with almotriptan: the sooner the better. Headache. 2002;42:28-31.

adverse effects. Retrospective analyses of clinical trial
data corroborate these surveys, showing that fast and
complete pain relief predicts patient satisfaction and
health-related quality of life."®

The importance of tolerability was shown in a sur-
vey in which more than two thirds of migraine patients
reported avoiding or delaying taking their migraine
medication because of concern over adverse events.” A
recent preference study reported that close to 80% of
patients preferred a slower drug with fewer adverse
effects or a slower drug with a longer duration of
action compared with a drug that works faster but has
more adverse effects or shorter duration.®

When neurologists and primary care physicians
were asked to weigh the relative importance of specif-
ic attributes of triptan treatment, they ranked efficacy
as more important than tolerability or consistency.
With regard to efficacy, they ranked sustained pain free
as more important than one-hour or two-hour pain
free.”"" A multiattribute decision model was used to
combine all possible combinations of the relative
importance of these treatment attributes with the actu-
al performance of the triptans in clinical trials. The

model found that when all logically possible combina-
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Similarity to the ideal triptan, averaged across all possible orderings of relative importance of outcome measures

Reprinted with permission from Ferrari et al. / Neurol. 2005." Copyright © 2005, Springer-Verlag,

tions of relative importance of the treatment attributes
were considered, almotriptan and rizatriptan were
more similar to a hypothetical ideal triptan; these were
followed by eletriptan and sumatriptan, with
zolmitriptan and naratriptan having the least similar-
ity to the hypothetical ideal triptan (Figure)."
Randomized, placebo-controlled clinical trial data
can describe the likelihood of response and side effects
for populations of patients and give clinicians a rough
guide to treatment selection; in most patients, however,
trial and error may be required to determine the safest

and most efficacious way to acutely treat migraine.
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When do you recommend migraine
prevention?

Frederick G. Freitag, DO, and Gayle Blake, PA-C

Frederick G. Freitag, DO, is Associate Director of the Diamond
Headache Clinic in Chicago. Gayle Blake, PA-C, works at the
Diamond Headache Clinic.

The goals of migraine prevention are to reduce the
frequency, duration, and severity of migraine
attacks, to improve responsiveness to acute medica-
tions, and to improve patients’ ability to function.'
Traditionally, preventive agents were used only for
patients with migraine conditions in which certain
acute agents are contraindicated (eg, hemiplegic
migraine, basilar migraine, migraine with prolonged
aura) or for patients with frequent migraines (more
than two days per week). However, a clinician’s
decision to initiate prevention should not be based
solely on headache frequency. Preventive therapy
also should be recommended when patients are

experiencing a pattern of increasing attacks over

time or recurring migraines that, despite the use of
acute medications, are interfering with their daily
lives. This might be just two or more attacks per
month with disability lasting three or more days or
less frequent headaches that are associated with
severe disability. Prevention should also be used for
patients who are not satisfied with their acute thera-
py because of insufficient efficacy, troublesome
adverse events, or financial burden. If patients are
overusing their acute medications, whether nonpre-
scription or prescription, and are thus at risk for
developing medication overuse headache, preven-
tion should be recommended. Finally, the patient’s
preferences, expectations, needs, and goals should
be considered. Patients should be offered preventive
treatment if their lifestyle demands fewer and less
severe attacks.

The American Migraine Study II, conducted in 1999,
revealed that while 25% of migraineurs surveyed expe-
rienced one or more migraines per week and 53%

reported severe impairment of activities or required bed

Figure

rest, only 5% were using

. . . 2,3
preventive medication.

MWever

Current use

The more recent American
Migraine Prevalence and
Prevention Study showed
that there has been some
improvement, with 13% of
Past 3 months migraineurs reporting cur-
rent use of migraine pre-
ventives; 62% had never
Tto 12
months ago

used preventives and 25%
of patients had discontin-
ued preventives (Figure).’
Thirty-nine percent of
= 12 months patients met consensus cri-
b teria for “offer” or “consid-
er” preventive treatment
(Table).

Hopefully, the increas-

Prevention Study.

Use of migraine preventive agents in the American Migraine Prevalence and

ing choice of effective and

well-tolerated preventive

Data adapted from Lipton et al. Headache. 2005.*

agents and a greater under-

standing by clinicians of
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Table. Preventive Medication Need Among Migraine Cases

Past 3-month frequency based on MIDAS

Monthly migraine days (number of days in last 3 months)

<1 2 3 4-5 6-10 211 Total
How are you usually affected by severe headaches?
Able to work/function normally, % 4.4 0.6 0.7 0.6 0.5 0.4 7.2
Impaired to some degree, % 22.6 3.5 4.4 3.5 3.1 2.0 39.1
Severe impairment; bed rest required, % 33.0 4.6 5.2 4.1 3.9 2.9 53.7
Total 60.0 8.7 10.3 8.2 7.5 5.3 100.0

Offer preventive treatment = 25.6%

Consider preventive treatment = 13.1%
Preventive treatment not indicated = 61.3%

MIDAS, Migraine Disability Assessment Scale.
Data adapted from Lipton et al. Headache. 2005.*

when to recommend prevention will reduce the dis-
abling impact of migraine and improve patients’ qual-
ity of life.
REFERENCES

1. Silberstein SD. Practice parameter: evidence-based guidelines for migraine
headache (an evidence-based review). Report of the Quality Standards Subcommittee

What treatments

are available for migraine
prevention?

Frederick G. Freitag, DO, and Gayle Blake, PA-C

While a variety of agents are used for the prevention
of migraine, only five are approved for use in the
United States: propranolol, timolol, divalproex sodi-
The US
Headache Consortium conducted an extensive

um, methysergide, and topiramate.
review of the scientific literature and published its
evidence-based recommendations on agents used
for migraine prevention in 2000." These recommen-
dations were recently modified by others after the
publication of several large randomized, double-
blind, placebo-controlled clinical trials with topira-
mate (Table).””

The agents given the highest scores in terms of effi-
cacy, quality of evidence, and severity/frequency of
adverse events are propranolol and timolol (both B-

adrenergic blockers), amitriptyline (a tricyclic anti-

of the American Academy of Neurology. Neurology. 2000;55:754-762.

2. Lipton RB, Stewart WF, Diamond S, et al. Prevalence and burden of migraine in
the United States: data from the American Migraine Study Il. Headache.
2001;41:646-657.

3. Lipton RB, Scher Al, Kolodner K, et al. Migraine in the United States: epidemiol-
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4. Lipton RB, Diamond M, Freitag FG, et al. Migraine prevention patterns in a com-
munity sample: results from the American Migraine Prevalence and Prevention
(AMPP) study. Headache. 2005;45:792.

depressant), and divalproex sodium and topiramate
(both antiepileptic agents). The selection of the most
appropriate agent from among these should be based
on individual patient characteristics, contraindica-
tions, adverse events, and comorbid conditions.

Whichever agent is selected, patients should be
started on a low dose and the dosage should be
increased slowly until therapeutic benefit is seen. All
agents should be given an adequate trial (at least two
to three months), after which time the therapy should
be evaluated. If the migraines are well controlled
after six to 12 months, the clinician should consider
tapering the dosage and even attempting to discon-
tinue the medication.
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Table. Medications Used for Migraine Prevention

Quality of Efﬁcac+y
Drug Contraindications Adverse events evidence summary* rating
B-Adrenergic blockers
Atenolol Asthma, Raynaud’s disease, Drowsiness, fatigue, B 2
Metoprolol severe heart failure, type 1 nightmares, depression, B 2
Nadolol diabetes, peripheral vascular cognitive disturbance, B 2
Propranolol disease, basilar migraine, exercise intolerance, A 1
Timolol prolonged neurologic symptoms impotence A 1
Tricyclic antidepressants
Amitriptyline Hypotension, cardiac Sedation, dry mouth, A 1
Desipramine dysrhythmia, bowel constipation, fatigue,
Doxepin obstruction, urinary bladder weight gain, decreased C 3a
Nortriptyline retention, angle-closure libido, delayed orgasm C 3a
Protriptyline glaucoma C 3a
Other antidepressants
Fluoxetine Mania 2
Nefazodone B
Venlafaxine B
Antiepileptic agents
Divalproex sodium  Divalproex: liver disease, Divalproex: nausea, hepatotoxicity, A 1
Gabapentin bleeding disorders hemorrhagic pancreatitis, weight gain, B 2
Topiramate tremor, hair loss, polycystic ovary A 1
syndrome, cognitive changes
Gabapentin: fatigue, somnolence,
dizziness, weight gain, cognitive dysfunction
Topiramate: paresthesia, taste perversion,
anorexia, rapid weight loss, renal lithiasis,
cognitive dysfunction, angle-closure glaucoma
Calcium-channel blockers
Diltiazem HCI Heart failure, cardiac Constipation, dizziness, fatigue, C 3a
Verapamil conduction block peripheral edema B 2
Serotonin antagonists
Ergot derivatives Basilar or brainstem-related Serious: fibrotic complications
Methylergonovine  neurologic symptoms, (retroperitoneal, pericardial, pleural, C 3b
Methysergide prolonged aura, migraine- subendocardial fibrosis), coronary A 4
Cyproheptadine related stroke, peripheral vasoconstriction (resulting in angina C 3a
vascular disease, coronary or myocardial infarction), peripheral
artery disease, cerebrovascular  vasoconstriction (resulting in claudication)
disease, uncontrolled Other for ergot derivatives: nausea,
hypertension, pulmonary vomiting, abdominal pain, diarrhea,
fibrotic disorders leg cramps, dizziness, drowsiness
Other for cyproheptadine: sedation,
fatigue, dry mouth, weight gain
Monoamine oxidase inhibitors
Phenelzine Unreliable patient Orthostatic hypotension, C 3b
Tranylcypromine constipation, weight gain, C
peripheral edema, sexual dysfunction
Nonsteroidal anti-inflammatory drugs
Aspirin Ulcer disease, gastritis Gastritis, bleeding, Gl ulcers, B 2
Ibuprofen renal failure C 3a
Naproxen sodium B 2

*A, multiple, well-designed, randomized controlled trials (RCTs) yielding a consistent pattern of findings; B, some evidence from RCTs but scientific support not optimal;

C, recommendation in the absence of RCTs.

*1, medium to high efficacy, good strength of evidence, and a range of severity (mild to moderate) and frequency of adverse events (AEs); 2, lower efficacy than #1, or
limited strength of evidence, and mild to moderate AEs; 3, clinically efficacious based on consensus and clinical experience, but no scientific evidence of efficacy: (a)
mild to moderate AEs (b) AE concerns; 4, medium to high efficacy, good strength of evidence but with AE concerns.

Adapted with permission from Loder and Biondi. Headache. 2005.’ Copyright © 2005, Blackwell Publishing.
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How do you optimize the use of
migraine prevention agents?

Frederick G. Freitag, DO, and Gayle Blake, PA-C

When migraine prevention is indicated, the medica-
tion should be chosen from among those with the
best efficacy and tolerability profile (see previous
Table).l’2 Patient preferences, lifestyle, and coexistent
conditions should also be taken into consideration.’
For example, B-blockers (eg, propranolol, timolol)
may not be a good choice for an athlete because they
are associated with exercise intolerance, and tricyclic
antidepressants (eg, amitriptyline) may not be a
good choice for overweight patients as they are asso-
ciated with weight gain.

Most migraine preventive agents were originally
developed to treat other disorders. Clinicians can use
this to their advantage in the case of migraineurs with
comorbid conditions. In treating such patients, the
best available agent for each of the comorbid condi-
tions should be considered the optimal agent. In some
situations, the optimal agent for treating an illness
comorbid with migraine, such as propranolol for a
patient with hypertension, may also be the optimal
agent for the treatment of migraine. Another example
of selecting a single agent to treat more than one dis-
order may occur in a patient with comorbid depres-
sion. In this case, tricyclic antidepressants or selective
serotonin reuptake inhibitors would be good choices
for migraine prevention. In other cases, the optimal
agent for each of the comorbid conditions may be dif-
ferent. Using the example of the patient with hyper-

tension and migraine, an angiotensin-converting
enzyme inhibitor may be the optimal therapy for
hypertension, while topiramate may be the optimal
treatment for migraine.

In cases where more than one agent is prescribed, cli-
nicians must be careful not to treat one condition with a
drug contraindicated for, or which can exacerbate, the
other condition. For example, B-blockers should not be
used for migraine prevention in patients with comorbid
asthma, diabetes, depression, cardiac conduction
defects, or low blood pressure, and tricyclic antidepres-
sants, which can lower seizure threshold, should be
avoided in patients with comorbid epilepsy.

Care must also be taken to avoid combinations that
will result in drug interactions. It must be kept in
mind that patients receiving preventive treatment will
still experience breakthrough migraines and some
acute migraine agents may be contraindicated with
specific preventive agents. For example, triptan use is
contraindicated with ergot alkaloids, as is concomi-
tant use of sumatriptan, rizatriptan, and zolmitriptan
with monoamine oxidase inhibitors; eletriptan should
not be used within at least 72 hours of treatment with
potent CYP3A4 inhibitors such as verapamil and a
dose adjustment is recommended for rizatriptan in
patients taking propranolol. (]
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