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Identifying Candidates
for Preventive Therapy

Recently reported results of the American Migraine Prevalence
and Prevention (AMPP) study—a population-based study
of more than 162,000 people—demonstrated the high
prevalence of migraine, the high level of impairment
experienced by individuals with migraine, and the underuse
of migraine preventive therapies.' The study found that
approximately 40% of migraineurs were eligible for migraine
prevention, but only 13% were currently receiving it.! Nearly
half of all individuals with migraine were not aware of
preventive medications as a treatment option.

Based on AMPP guidelines, patients for whom migraine pre-
vention is recommended exhibit significantly greater levels of
disability compared to those who should be considered for
and those who do not require migraine prevention (mean
MIDAS score of 22.9 versus 8.2 and 3.6, respectively).2
According to AMPP results, 22% of patients with migraine
report moderate or severe disability level based on their
MIDAS scores. Level of impairment is also high; in fact, 54%
of patients are severely impaired or require bed rest during
their severe headaches.! AMPP results indicate a marked
underutilization of preventive migraine therapy. ]

The guidelines for initiating preventive migraine therapy
below are dependent on information that patients report
to their healthcare professionals. Ineffective communication
about headache frequency, disability, and acute medication
use may contribute to patterns of undertreatment.

Guidelines for Initiating Preventive
Therapy*5-7

B Frequency of headache =2 per month with disability
>3 days per montht

B Recurring migraines that, in the patients opinion,
significantly interfere with daily routines

B Use of acute (overthe-counter or prescription)
medication more than 2 times a week

B Acute medications are contraindicated, not tolerated,
or ineffective

* Adapted from the US Headache Consortium Guidelines for the
Management of Migraines. Members include the National
Headache Foundation, the American Academy of Neurology,
the American Academy of Family Physicians, and the American
College of Physicians—American Society of Internal Medicine.

TEven patients with <2 attacks per month may experience disability
severe enough to require preventive treatment.
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Communicating With Patients About
Preventive Therapy

Two recent studies, the American Migraine Communications
Study | and Il (AMCS | and AMCS I} highlighted the need
for improved communication between patients and health-
care professionals. Results showed healthcare professional-
patient interactions regarding migraine are often dominated
by closed-ended questions, primarily about the frequency
of migraine attacks. Only 10% of visits addressed migraine
impairment in any way. Further, patient interviews by
researchers following the clinicians assessment revealed
healthcare professionals’” and patients’ perceptions of
frequency did not agree in 55% of cases, and their
perception of severity did not agree in 34% of cases.
Disagreement on migraine headache frequency was
caused by misunderstandings regarding the number of
migraine attacks versus the total number of days with head-
ache. For example, if migraine attacks last 2 days each,
3 attacks per month cause 6 headache days per month.

If healthcare professionals do not fully understand their
patients” communications of migraine headache frequency
and disability, it is not possible to appropriately follow the
guideline-based recommendations for preventive migraine
treatment. In AMCS |, preventive therapy was discussed
with only 50% of patients who met criteria for initiation
of preventive therapy. The study investigators suggested
that the use of effective communication techniques,
includingopen-endedquestionsaboutheadacheimpactand
disability, might improve communication (see boxed text for
examples of open-ended questions).8

Sample Open-Ended Questions
to Evaluate Disability From
Migraine*.8

1. "How does migraine impact your daily life?”

2. How does migraine make you feel —even when
you aren't having an attack?

3. How does migraine impact your work, family,
and social life?

4. What activities have you given up because of
your migraine? (Probe to see if the patient avoids
participating in hobbies and/or leisure activities
out of worry a migraine attack may occur).
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AMCS I assessed an educational intervention designed
to improve healthcare professional-patient communication.
Healthcare professionals who had participated in AMCS
I (8 primary care physicians, 5 neurologists, and 2 nurse
practitioners) joined an interactive, 1.5-hour, Web-based train-
ing session. During the session, participants learned to use
the ask-tell-ask technique to assess migraine attack frequency
and open-ended questions (such as “How does migraine
impact your daily life?” and “How does migraine make you
feel—even when you are not having an attack?”) to assess
impairment during and between migraine attacks.®

Results showed the use of open-ended questions improved
discussion, yielding narratives in 75% of visits. These narra-
tives were brief, usually lasting less than a minute and a half,
and helped the healthcare professional to better understand
the patient and the patient to feel understood. In addition,
healthcare professional-patient alignment on impairment and
headache frequency were improved with the use of open-
ended questions compared with AMCS | results (61% vs 49%
and 56% vs 45%, respectively) and 45% of the healthcare
professionals in AMCS Il asked about worry between attacks,
compared with none in AMCS |. Importantly, length of office
visit was not increased by the use of open-ended questions.
In fact, although the median length of impairment discussion
was 1 minute, 24 seconds with open-ended questions, com-
pared with T minute without, the median total visit length
was shorter in AMCS Il than in AMCS | (median of 9 minutes,
36 seconds vs 11 minutes).8

Current Treatment Options for
Preventive Migraine Therapy

Treatment plans for individual patients may be based
on several factors including headache frequency,
symptom severity, and comorbid conditions, as
well as patient expectations and treatment goals.?
A comprehensive migraine treatment plan includes patient
education; avoidance of triggers to help minimize attack
frequency,; use of nonpharmacologic treatments, such as
relaxation and biofeedback techniques; and use of acute and
preventive medications. Acute medication aims to relieve the
pain associated with an attack and stop progression of an
individual attack. Preventive therapies aim to reduce attack
frequency and duration. The Table below summarizes FDA-
approved acute and preventive medications for the treat-
ment of migraine. Lifestyle modification, including maintain-
ing a regular schedule with adequate sleep, exercising, and
smoking cessation, is also a focus of disease management.
Periodic re-evaluation of the treatment plan is needed to
ensure the patient is receiving the optimal benefit from their
available therapies.?
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FDA-Approved Acute and Preventive
Treatments for Migraine

Acute Medications

Analgesics
Ergot derivatives
Triptans

Preventive Medications

TOPAMAX®*  (topiramate)

Inderal®*-LA  (propranolol)

Depakote®*  (divalproex sodium) Tablets
Blocadren®*  (timolol maleate)

*TOPAMAX is a registered trademark of Ortho-McNeil Neurologics, Inc. Inderal is a registered trademark
of Wyeth Pharmaceuticals Inc. Depakote is a registered trademark of Abbott Laboratories. Blocadren is
a registered trademark of Merck & Co., Inc.

FDA-Approved Preventive Medications. FDA-approved
preventive medications for migraine include TOPAMAX,
Inderal-LA, Depakote, and Blocadren. Two large, ran-
domized trials demonstrated the efficacy of TOPAMAX in
migraine prevention, with a significant reduction in headache
frequency over 6 months of treatment compared with
placebo. 10 (See page 10 for full results.) Two randomized trials
showed a significant reduction in headache frequency with
Depakote compared with placebo over 12 weeks of treat-
ment."! Results of a placebo-controlled, dose-finding study
showed significantly reduced headache frequency and
reduced severity (in a composite measure) with Inderal
compared with placebo.!2Combined results of placebo-
controlled trials of Blocadren showed at least 50% reduction
in headache frequency in approximately 50% of patients
receiving Blocadren, compared with 30% of patients receiv-
ing placebo.]

Summary

AMPP study results demonstrate a high prevalence of
migraine in the general population, as well as a high
level of impairment experienced by individuals with mi-
graine and the general underuse of preventive therapies. !
Results of AMCS Il suggest part of this underuse may be
corrected by improved communication between healthcare
professionals and patients, including the use of open-ended
qguestions, which may be better to help identify patients who
are candidates for prevention and help assess migraine
impairment during and between attacks.8

Further, results of AMCS Il demonstrated the use of open-
ended questions improved discussion and healthcare
professional understanding of migraine impairment during
and betvve%n attacks, without lengthening the total time of
office visits.” Individualized treatment plans for patients with
migraine may be designed based on headache frequency,
symptom severity, and comorbid conditions.? Treatment
includes patient education, avoidance of migraine triggers,
lifestyle modifications, and use of nonpharmacologic and
pharmacologic migraine therapies. Acute medication aims
to relieve pain associated with an attack and stop progres-
sion of an attack. Preventive therapies aim to reduce migraine
attack frequency.9 TOPAMAX is included among the group
of 4 medications that are FDA-approved for migraine
prevention and currently available in the US.
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Indication:

TOPAMAX for Migraine: TOPAMAX® (topiramate) Tablets
and TOPAMAX Sprinkle Capsules are indicated for adults for
the prophylaxis of migraine headache. The usefulness of
TOPAMAX in the acute treatment of migraine headaches has
not been studied.

IMPORTANT SAFETY INFORMATION

TOPAMAX has been associated with serious adverse events,
including:

B Hyperchloremic, non-anion gap metabolic acidosis—
lowering of bicarbonate levels in the blood.
Measurement of baseline and periodic  serum
bicarbonate is recommended.

B Acute myopia and secondary angle-closure glaucoma—
patients should be cautioned to seek medical attention
if they experience blurred vision or ocular pain.

B QOligohidrosis and hyperthermia—decreased sweat-
ing and increased body temperature, especially in hot
weather. The majority of reports have been in children.

B Cognitive/psychiatric side effects, including cognitive
dysfunction, psychiatric/behavioral disturbancesincluding
suicidalthoughtsorbehavior,and somnolenceandfatigue.

Most common adverse events associated with TOPAMAX
100 mg vs placebo were: paresthesia, 51% vs 6%, anorexia,
*15%vs6%;fatigue, 15%vs 1 1%; nausea, 13%vs8%; diarrhea,
11%vs4%, weightdecrease, 9%vs 1 %; tastealteration, 8%vs 1 %.

Thepossibilityofdecreased contraceptiveefficacyandincreased
breakthrough bleeding should be considered in patients tak-
ing combination oral contraceptive products with TOPAMAX.

Patients should be instructed to maintain an adequate fluid
intake in order to minimize the risk of renal stone formation.

*Anorexia is defined as a loss of appetite.

Preventive Treatment of Migraine:
Panel Discussion Highlights

Following are excerpts from the MIGRAINE PREVENTION
SUMMIT  panel discussion, addressing recent advances
in migraine prevention and designing treatment plans
for patients.

Please see enclosed full US Prescribing Information.
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Communicating With Patients About
Migraine

MODERATOR: What is migraine and how do you begin
educating patients about their disease?

RICHARD B. LIPTON, MD: We think of migraine as a
chronic disorder with episodic manifestations which,
in some cases, can be progressive. This evolving
understanding has important implications for treatment.
Migraine is a disorder of brain hyperexcitability, a disorder
in which the threshold for headache attacks is lowered, not
Jjust on days when attacks take place, but everyday. In this
context, using preventive therapy to modulate and reduce
brain hyperexcitability makes sense. And trying to devise
strategiesforidentifying peopleatrisk for disease progression
and intervening to prevent progression also makes sense.4

If you ask migraine sufferers what they most want
from their healthcare professional, its an explanation of
their iliness.4

ROGER K. CADY, MD: Well, | agree 100%. And I've re-
ally thought of migraine as more of a pervasive disease
of the nervous system, characterized by brain hyperexcit-
ability. And what we see is that, as migraine progresses or
worsens, its not only headache we're dealing with, its the
period between headaches.4

KATHLEEN CAHILL, MS, CNS, ARNP: When discuss-
iNng migraine with patients, | try to contextualize a bit for
patients, so that they understand why lifestyle changes
have to occur—getting across the idea that the migraine
brain is different in order to recruit them and enlist them in
participating in the lifestyle changes that have to occur.4

ROGER K. CADY, MD: e have to realize that for most
people who've had this hypersensitivity of the brain,
migraine remains a self-diagnosed and self-managed
disease. | start that discussion by pointing out that they
came to me, typically, to get rid of their headaches. But
what I'm trying to really teach them is how theyre going
to live with this nervous system that nature gave them.*

Migraine is a chronic disorder, with episodic
manifestations. It is a disorder of brain
hyperexcitability, in which the threshold for
headache attacks is lowered, not just on
days when attacks take place, but every day.
Preventive therapy is an appropriate strategy
to modulate brain hyperexcitability and
reduce frequency of attacks.
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Assessing Impairment

MODERATOR: How do you assess patient impairment
due to migraine?

KATHLEEN CAHILL, MS, CNS, ARNP: Because | special-
ize in headaches, | always do a psychosocial assessment on
every patient. But often patients do not volunteer informa-
tion about impairment. They might volunteer about missing
days from work, but theyre not going to volunteer the other
things, like “I'm not socializing.” “I'm not going to my kid’s
dance recitals.” “I'm losing touch with my family.

ROGER K. CADY, MD: Nobody likes to admit they have
something that disables them. 4

| ask people to tell me about the life between migraine
attacks, and | hear everything from “Well, everythings fine”
to a list of various symptoms. Then | have them go through
a day with a migraine attack, starting when they wake up
and reviewing what decisions they made to treat the attack.
It doesn't take very long to do that. And | do the same thing
with a day they didnt wake up with a migraine attack.
Patients may say life is perfect, but then they describe a
life that really isnt. What theyre really doing is making
choices and decisions and thinking about what they can
and cant do.#

RICHARD B. LIPTON, MD: One limitation of disability
measures is that they very much focus on the burden that
migraine produces on days when headache is present.
Most days, migraine sufferers do not have headaches. But
between attacks, migraine also has an impact on individual
headache sufferers and on their families. And that com-
ponent, the interictal burden, is very substantial and takes
several forms.4

KATHLEEN CAHILL, MS, CNS, ARNP: One of the things
I ask them is, “What have you given up? What are the
things that you've had to give up because of your migraine
attacks?"4

Many physicians are still operating within that framework or
paradigm of “Treat the symptoms, treat the symptoms, treat
the symptoms” and not prevention. The sequelae or the
consequences of the headaches are being treated, but the
headache itself is not being treated with preventives. This is
a change that is needed in the way we treat headache.*

Migraine impairs patients both during and
between attacks (the interictal burden). Assessing
the impact of migraine during and between
attacks is key to identifying patients who may be
candidates for preventive therapy.
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ldentifying Candidates for Preventive
Therapy

MODERATOR: How do you identify patients who should
consider preventive therapy for migraine?

ROGER K. CADY, MD: The most self-evident thing about
migraine is the disability it causes, the impact on a patient’s
life. This is what you see in the office visit, but there is no
mention of it when we teach how to diagnose migraine.*

KATHLEEN CAHILL, MS, CNS, ARNP: Finding who is the
candidate for prevention is not only finding out the
frequency, the number of headaches per month, but also
the number of migraine days per month and the degree
of impairment. You can't just use frequency as your only
measure of deciding if a patient is a candidate for migraine
prevention. We discuss prevention and lifestyle changes,
approaching it from a positive perspective of what can you
do and what can we do to help you get your life back.#

RICHARD G. WENZEL, PharmD: | tell patients, if you
need your acute drug every day or every other day, you're a
candidate for preventive therapy.*

RICHARD B. LIPTON, MD: If a patient is taking a triptan
more than 2 times a week even if the triptan is pretty effective
and they're not disabled by their headache, the concern is
that their frequent medication use and their frequent head-
aches may set them up for headache progression. They may
move in a direction where acute therapy stops working, and
they make that transition to having headaches almost every
day. If you're taking an acute medication 3 times a week,
thats probably too much.*

Patients with headache days >2/month with
disability, >3 days/month or recurring migraines
that, in the patient’s opinion, significantly
interfere with daily routines and patients who
use acute medication >2 times/week may be
candidates for preventive therapy.>”’

Patient Education and Preventive Therapy

MODERATOR: How do you counsel patients about migraine
prevention?

ROGER K. CADY, MD: Patients may be resistant to taking
a medicine every day to prevent a headache that happens
a few times a month. On the other hand, if thats framed as
building support for your nervous system that makes you
stronger and healthier not only to prevent headaches but in
between headaches, | think thats a very different thing.*
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RICHARD B. LIPTON, MD: | also think that some patients
are reluctant to take a medication on a daily basis and part
of that is the way they view the value proposition. Patients
feel, “if | have to take a medication every day, that must
mean I'm sick.” So theres an issue of denial at that level. Its
a matter of articulating the value proposition in a way thats
compelling to the patient.#

Clearly, part of the value is that preventive therapy decreases
attack frequency. If you prevent the attack, you don't have
to endure headache pain during the 2 hours while you're
waiting for the acute treatment to work. Instead of going
from 4 to 6 hours of headache-related disability to 2 hours
of headache-related disability while you wait for the acute
treatment to work, you can avoid the headache-related dis-
ability completely.4

KATHLEEN CAHILL, MS, CNS, ARNP: You can negoti-
ate with them also, letting them know they may consider
discontinuing preventive therapy after a period of time.
I find they're a lot more receptive if we keep that door open.#

Increased understanding of the chronic nature of
migraine may help patients accept the need for
preventive therapy.

Initiating Preventive Therapy

MODERATOR: What do you tell patients who are initiating
migraine preventive therapy?

CHRISTINE LANTIN, PA-C: For most of the patients that
| see at the headache clinic, by the time they come to see
us, they've had headaches for so many years and they've
been to so many clinics that they're pretty open to the idea
of preventive therapy. But | do spend the time explaining
that it takes a while for the medication to work. They have
to take it on a consistent basis. | explain the purpose of the
medication and side effects to watch out for so that they'll
adhere to the treatment program and that, if something
comes up, they dont abruptly stop the medication. And
I give them my contact information should they have any
questions and so theres continuity of care.

KATHLEEN CAHILL, MS, CNS, ARNP: Accepting lifestyle
changes and preventive therapy for migraine requires a
real cognitive shift for patients. It takes time to process and
assimilate everything they're learning, and that takes a lot of
support from treating professionals.4

RICHARD G. WENZEL, PharmD: | tell patients with
migraine that as they make changes, their lives will improve
now. With migraine, the changes they make today will
improve
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their lives, and that can sometimes motivate patients
to follow treatment recommendations.4

Patient education and support from healthcare
professionals is needed to facilitate patient accep-
tance of lifestyle changes and preventive therapy.
Helping patients realize that changes they make
today to help manage their disease may motivate
them to follow treatment recommendations.

Managing Expectations With Preventive
Therapy

MODERATOR: How do you manage patient expectations
regarding preventive therapy?

ROGER K. CADY, MD: Our patients often dont have
appropriate expectations of care. If I have high cholesterol,
I know what | expect of the medical system when they
treat me. That expectation has never really been defined
for our patients with migraine.*

It is also important to consider how patients convey
expectations to the physician. Patients may have unreal-
istic expectations from treatment, like, “if | take a pill, I'm
never going to have another migraine again.”

DEBBIE SACCHETTI, patient: My physician said that
the goal was to greatly reduce the amount of headaches

| was getting a month, and | may still get headaches.
But in my own mind, | thought, “Well, | want to totally get
rid of these headaches.” And that was my expectation.
When | went back after starting preventive therapy and
| still had a few headaches that month, | thought | was
a failure, because | felt like | should have been “cured.”
But my doctor told me, “You are being helped, because
you are getting fewer attacks each month.” This is the
medication working. This is success.*

RICHARD B. LIPTON, MD: Part of our challenge is the
titration of expectations to mobilize patients to seek
available care, but not allow the expectations to become
unreasonable so that patients are frustrated by the best
available care. But we also have a problem that patients’
expectations are sometimes so low that they suffer
needlessly for years.*

Setting appropriate treatment expectations for
preventive therapy is key. Patients may expect to
see a reduction in migraine attack frequency, but
should not expect a 100% reduction. Although
effects may be seen at 1 month, it may take up

to 2 to 3 months of continuous treatment to
reach full clinical effectiveness. Patients should be
encouraged to give therapy an adequate trial.’* 1>
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Reinitiating Preventive Therapy in
Previous Failures

MODERATOR: How do you manage migraine in
patients who had inadequate migraine prevention
in the past? Do you ever reinitiate preventive therapy?

ROGER K. CADY, MD: In my practice, | see a lot of patients
taking inadequate doses of preventive medicines. Sometimes
just giving them a proper dose, proper instruction on
how to use it, and proper titration is all thats needed.?

RICHARD B. LIPTON, MD: Yes, its not unusual for me
to see somebody whos tried and failed 6 preventives and
hasnt had an adequate trial of 1. Thats a little challeng-
ing. Sometimes people start at too high a dose and the
patient quits because of side effects. Sometimes people start
too low and never escalate the dose. Sometimes people
escalate the dose but dont give it long enough to have
a chance of working. Sometimes patients aren't educated
correctly and they have a minor side effect and a break-
through headache and thats all it takes to get them to quit.?

KATHLEEN CAHILL, MS, CNS, ARNP: We have patients
who are labeled treatment failures when they come to us,
and | put them right back on preventive therapy. Often
patients have started too high, ramped up too fast, doses
were not raised up high enough, or analgesic rebound was
not being addressed. If you fine-tune the dose, sometimes
you can get within that therapeutic window.? If | explain to
patients why | would like to try it again and give them a good
explanation, then | find that they're very willing to do that.?

Patients may be labeled treatment failures with
preventive therapy due to an inadequate trial
or inappropriate dose titration. In some cases,
reinitiating preventive therapy with close atten-
tion to dose titration and management of side
effects may be effective.

Treatment Decisions:
Choosing Preventive Therapies

MODERATOR: How do you choose optimal preventive
therapy for individual patients?

RICHARD G. WENZEL, PharmD: Choice of preven-
tive therapy is partially determined by efficacy, but its
also often determined by the adverse effect profiles of
agents. Often, | say, "What am | trying to avoid in this
patient?” and then try to decide which agent to use.”
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CHRISTINE M. LANTIN, PA-C: When choosing a pre-
ventive medication, | first consider the medications that
have the biggest body of evidence-the FDA-approved
therapies TOPAMAX, Depakote, and the beta-blockers.
I would choose those first and then switch things around,
if necessary.4

I choose a preventive therapy, in part, by looking at the
patient’s overall health.

Choice of preventive therapy is based on clinical
evidence. Efficacy and tolerability, with particular
attention to comorbid conditions and pre-existing
tolerability issues, are both important.

Preventive Therapy in Patients With
Comorbidities

MODERATOR: How do the presence of comorbid
conditions affect your choice of preventive therapy?

RICHARD B. LIPTON, MD: Comorbidity is an important fac-
tor to consider in selecting preventive medication. The idea of
going for the therapeutic “twofer,” treating 2 conditions with
a single medication, has a lot of appeal. And mainstream,
conventional wisdom on choosing preventive medication for
a long time focused on comorbidity. In the face of comorbid-
ity, it is preferable to optimally manage all the disorders that
are present rather than going for the therapeutic twofer.#

Although the therapeutic twofer is desirable, its not
desirable to suboptimally manage 2 diseases rather than
focusing on each disease separately. | think its a particular
concern with migraine and comorbid depression, which is
a very common comorbidity. The evidence for SSRIs does
not support its use for episodic migraine and tricyclics are
not well tolerated and the antimigraine dose of tricyclics
that one would normally use is below the recommended
dose for managing major depression. Therefore, going for
the therapeutic twofer — trying to manage 2 conditions
with T medication — is not the best choice. It is better to
use separate agents to optimally manage each condition.?

While it is tempting to strive for the therapeutic
twofer (trying to manage 2 conditions with 1
medication), it is preferable to optimally manage
comorbidities separately to ensure the best man-
agement of each condition.
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Patient Case: Preventive Treatment
for Frequent Migraine*

B 40-year-old woman, married with 2 children (ages
7 and 16), with frequent migraine attacks for previous
10 years.

B Previously treated migraine attacks with triptans
and over-the-counter analgesics, but had
inadequate symptom control and increasing
attack frequency.

B Following evaluation at a headache
clinic, patient was considered a
candidate for preventive therapy
due to frequent headaches,
dissatisfaction with current triptan and
frequent use of acute medications
(> 2 times/week).

B Experienced several days of impairment
every month because of migraines and a
high degree of concern about when her next
attack may strike.

B Preventive treatment with TOPAMAX was initiated,
resulting in reduced headache frequency.

B After several weeks of treatment, migraine attacks
are less infrequent.

B Treatment is generally well tolerated, with mild
side effects

Evaluation for Preventive Therapy

After suffering from chronic migraine for 10 years, Debbie
went to a headache clinic for a full evaluation. Although
she had previously been diagnosed with migraine and pre-
scribed a triptan for acute treatment, Debbie did not fully
recognize the frequency of her migraine attacks. Believing
she suffered from sinus headaches, Debbie frequently self-
medicated with overthe-counter sinus pain medication,
sometimes taking up to 8 to 10 pills a day during headache
attacks. Despite use of triptan medications, she experienced
4 migraine attacks per month, each typically lasting for 3
to 4 days, resulting in up to 16 migraine days per month.
Debbie often employed an incremental approach to treat-
ing each migraine attack, beginning with caffeine and
progressing to over-the-counter analgesics or sinus and pain
medication and finally to a triptan in attempts to control her
headache pain.

Debbie experienced side effects to several triptans, including
somnolence and feeling “disconnected,” and was unable
to drive while taking her acute medication. Side effects
and inconsistent efficacy in controlling her migraine symp-
toms prompted her to change from one triptan to another.
In addition, she started to become concerned about
her increasing need for acute medication because of an
increasing frequency of her attacks.
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Following evaluation at the headache clinic, it was deter-
mined that in addition to an increasing frequency of her
migraines, Debbie was possibly starting to experience
rebound headaches due to overuse of acute medications.
She and her doctor initiated TOPAMAX for migraine preven-
tion in conjunction with scheduled reduction and discon-
tinuation of the overused over-the-counter sinus medications
and analgesics. A triptan was used as acute treatment for
breakthrough migraine attacks. During the first 12
weeks of her treatment, headache frequency grad-
ually reduced to 3 headache days per month.
With continued treatment, including TOPAMAX
for migraine prevention, Debbie experienced
further reductions of migraine frequency
over the next 12 months to <1 headache
day per month.

After 15 months of TOPAMAX treatment,
she discontinued preventive therapy.
Headaches began to reappear, and pre-
ventive therapy was reinitiated, titrating to a

maintenance dose of 50 mg bid. Debbie now
reports that her headaches are infrequent, experiencing
a migraine attack approximately once every 4 months.

Side effects were generally transient and mostly resolved
once Debbie reached a full therapeutic dose of TOPAMAX
after about 1 month of treatment.

In Her Own Words: Debbie Sacchetti
Talks About Her Disease

At the MIGRAINE PREVENTION SUMMIT, Debbie spoke
about her experience with migraine and the impact of
preventive therapy on her life. Below are excerpts of
Debbies comments about her treatment and its effects.

Debbie had difficulty functioning on the days she had
headaches and between headaches:

You wake up in the morning and you sit there for a minute
and you go, “Okay, is there a headache?” And there is that
anxiety about getting a headache. You watch the weather.
You anticipate a headache coming. But sometimes you
dont know how to treat this disease — you don't know
that there is prevention out there. So you allow it to get
worse, ‘cause you think you're doing the best thing possible.

Debbie self-treated her migraine with over-the-
counter and prescription medications:

| had to function every day, so | never spent the day in bed.
When | wake up in the morning with a headache, | have to
decide what I'm going to take today. Usually, I'd try a cup
of coffee first. If that didnt work, then | would take the sinus
medication. If that didn't work, then I'd have to go to the trip-
tan. | know the episode is going to continue for a few days,
so the next morning, | may even wake up right away
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and take a triptan. | always thought | was taking too much
medication, but | didnt discuss it with my primary care
physician, even as the frequency of attacks increased. | felt
fine treating myself, and figured | could just take a triptan if
needed. | felt | had that to fall back on.

Debbie visited a healthcare clinic for a full
evaluation:

When | went to the headache clinic, my husband came with
me. He said, “I'm going to make sure you dont leave any-
thing out.” And thats what he did, he made sure the doctor
knew all my symptoms and how migraine affected my life.
I would sometimes go up and lay on the bed if we were at
a friends house and my headache would start. | would just
be miserable all day.

Debbie initiated preventive therapy with
TOPAMAX:

My doctor discussed several possible treatments with me, but
said that TOPAMAX would probably be best for me. When
| first started taking TOPAMAX, within the first couple of
weeks, my migraine episodes were drastically reduced to
only about 3 a month. They were just getting less and less
frequent, and then it was like 2 a month, 1 a month, and
they were only lasting a day. If  would wake up with a head-
ache, | would right away take a triptan, and within 10 or 15
minutes, it would take the headache away and that would
be the end of it. | wouldn't get it back anymore that day, and
| wouldn't wake up the next day with it.

Treatment was generally well tolerated, and
side effects were manageable:

I had some tingling of the fingers and toes, which only lasted
a little bit. As | increased the dosage, | had a little more disas-
sociation, a little bit of disconnection, a little bit of memory
loss. Its very easy to get dehydrated. Those kind of things
started to get better as | started to get a little more adjusted
to the medication. Most of the side effects went away once
I was on full dosage, after about a month.

Overall, | felt the side effects were just a minor nuisance. They
never made me want to get off the medication. My doctor
told me about what side effects to expect before starting
treatment.

| had to balance the benefits and risks and, for me, this
treatment plan worked.

Debbie’s life has been improved with
preventive therapy:

With fewer migraines, | don't always feel like I'm
going to wake up with a migraine any more.
| dont feel like everything | do is going to contribute
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to a headache. I'm careful of certain things that | know can
contribute to them, but | didn't have to be afraid with every-
thing | do. It kind of gives you that peace of mind and theres
less anxiety in between headaches worrying about “Ooh, is
today going to be the one day I'm going to get the head-
ache?” Every day | know is going to be a good day now.

I'm able to perform 100% when I'm with my family and
friends. My family enjoys the change, too, because they
don't have to always hear “l have a headache right now, just
leave me alone” or “I'm going to go, but I'm not going to
have a good time.” They are certainly glad not to hear that
all the time anymore.

TOPAMAX in Migraine Prevention

Results of 2 large, randomized, multicenter trials demonstrate
the efficacy and safety of TOPAMAX in migraine prevention.
The trials enrolled patients with a history of migraine (using
IHS criteria) for at least 6 months who experienced 3 to 12
headache attacks during a 4-week baseline phase. Patients
were randomized to TOPAMAX 50 mg/day, 100 mg/day, or
200 mg/day or placebo and treated for 26 weeks (including
an 8-week titration period and an 18-week maintenance
period). Efficacy was measured by reduction in headache
frequency (change in 4-week headache rate).10

In the first study, 265 of 469 enrolled patients completed
the entire 26-week treatment phase. The mean headache
frequency at baseline was approximately 5.5 in 28 days.
The mean change in 4-week headache period frequency
from baseline was —1.3, =2.1, and -2.2 in the TOPAMAX
50-, 100-, and 200-mg/day groups, respectively, compared
with 0.8 in the placebo group. Differences in mean change
from baseline between the 100- and 200-mg/day groups
versus placebo were significant (P<.001).10

The second study showed similar results, with 255 of 468
enrolled patients completing the entire 26-week treatment
phase and a mean headache frequency at baseline of
approximately 5.5 in 28 days. The mean change in 4-week
headache period frequency from baseline was —-1.4, =2.1,
and 2.4 in the TOPAMAX 50- 100-, and 200-mg/day
groups, respectively, compared with —1.1 in the placebo
group. Again, differences in mean change from baseline
between the 100- and 200-mg/day groups versus placebo
were significant (P=.008 and P<.001, respectively).!0

Treatment was generally well tolerated, although side
effects appeared to be dose related. The most common
adverse events associated with TOPAMAX 100 mg vs pla-
cebo were: paresthesia, 51% vs 6%; anorexia (defined as
loss of appetite), 15% vs 6%; fatigue, 15% vs 11%;, nausea,
13% vs 8%, diarrhea, 11% vs 4%, weight decrease, 9% vs
19%; taste alteration, 8% vs 1%.10 The majority of adverse
events occurred with less frequency during the maintenance
phase of treatment compared with titration (the first 3 weeks
of therapy).!¢
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The interdisciplinary panel developed the following
consensus statement highlighting the key findings of the
Migraine Prevention Summit.

Migraine is a chronic disorder, rather than an episodic
disorder. Healthcare professionals treating patients with
migraine must be educated about recent advances in
the understanding of migraine and current treatment
options.4

Proper use of acute medications is essential to maximize
their efficacy. Acute medications should be taken at the
first sign of migraine (or during the aura, if present).#

Acute medication is not always adequate to control
migraine attacks. Preventive therapy should be consid-
ered in patients requiring acute medication more than
2 days per week and in those experiencing frequent
disability during and between migraine attacks. !4

Healthcare professionals need to determine patient
disability and the total level of impairment migraine has
on a patients life, both during and between attacks, to
better assess when patients may be appropriate candi-
dates for preventive therapy. In addition, it is important
to recognize how migraine affects other aspects of the
patients life, such as family and work life.4

Preventive therapies include both medications and
behavioral modifications.4 Patients need realistic
expectations about treatment outcome, specifically
time to response. Preventive therapies may take 6 weeks
or longer to reach clinical effect. In addition, patients
should be counseled on what side effects to expect and
should be titrated slowly to the target dose.!>

Patients are important partners in the management
of migraine. Open communication about treatment
options and healthcare professional-patient support
is essential to ensure treatment plans are followed.
Adherence to treatment regimens, including both
lifestyle changes and medications, is necessary to achieve
optimal effect.

Migraine is a manageable disease. With communication
and cooperation between patients and healthcare pro-
fessionals, most patients can achieve greater control of
their disease and reduce their disability.*
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Take full advantage of all the resources of
the National Headache Foundation today.

The National Headache Foundation (NHF) is a non-
profit organization established in 1970 to promote
services to headache sufferers, their families, and the
healthcare professionals who treat them. Physician
membership in the NHF provides the following benefits:

B Standards of Care for the Diagnosis and Treatment
of Headache and the Therapeutic Guide for the
Treatment of Headache
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B Details on grants available through the NHF
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the services we offer, call 888-NHF-5552 or visit our
Web site at www.headaches.org.
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