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Abstract

This practice guideline provides updated evidence-based recommendations regarding the use
of pharmacologic migraine prevention in adults. A multidisciplinary panel conducted a sys-
tematic review and developed practice recommendations following the process outlined in the
2017 edition of the American Academy of Neurology Clinical Practice Guideline Process
Manual. The systematic review includes studies published through June 6, 2024, and is available
in a companion publication. Recommendations are supported by structured rationales that
integrate evidence from the systematic review, related evidence, principles of care, and infer-
ences from evidence. Recommendations are provided on how to decide when it is appropriate
to start a pharmacologic migraine preventive medication and how to decide which migraine
preventive medication to start. Recommendations address decision making on appropriate
choices of migraine preventive medications in specific situations and populations, including
patients with fibromyalgia, obesity, or hypertension; considerations for older adults; treatment
during pregnancy and lactation; sex-related factors in choosing medications; and treatment for
patients with medication overuse. Recommendations on assessment of treatment efficacy,
adverse effects, and discontinuing migraine preventive medications are provided.

Introduction

This practice guideline provides evidence-based recommendations regarding the use of phar-
macologic preventive treatments for migraine. The systematic review (SR) of the evidence that
informs these recommendations, additional information on the development process, and
suggestions for future research are available in a companion publication.' This guideline focuses
on the following clinical questions:

1. In adults (>18 years) with migraine, which pharmacologic preventive treatments,
compared with placebo, reduce headache frequency ( change in number of headache days/
month, 50% responder rate)?

2. In adults (>18 years) with migraine, which pharmacologic preventive treatments,
compared with other active preventive pharmacologic treatments, reduce headache
frequency (change in number of headache days/month, 50% responder rate)?
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Glossary

AAN = American Academy of Neurology; AE = adverse effect; AHS = American Headache Society; CrlI = credible intervals;
CV = curriculum vitae; GS = Guidelines Subcommittee; OR = odds ratio; QOL = quality of life; SMD = standardized mean

difference; SR = systematic review.

3. In adults (>18 years) with migraine, which pharmaco-
logic preventive treatments, compared with placebo or
other preventive pharmacologic treatments, improve
patient-reported quality of life (QOL) on validated

instruments?

Analytic Process

In January 2018, the Guidelines Subcommittee (GS) of the
American Academy of Neurology (AAN) (eAppendices 1 and
2) convened a panel of experts to develop a guideline on
pharmacologic treatments for migraine prevention.” In March
2022, the American Headache Society (AHS) joined the
project. The author panel includes content experts (W.J.B.,
RCB, LC,JF,AH,]J.L]J, EL, TS, S.S.), methodologists
(T.P.,, D.S.), current and former GS members (S.P., M.M.,
M.O,, S.T.,, GL.G.P, VKR.), an AHS representative (AH),
patient representatives and advocates (S.K., M.M.), and AAN
staff (T.F., KAB.D.,, HM.S.). Each potential author sub-
mitted an AAN relationship disclosure form and their cur-
riculum vitae (CV). The panel leadership, consisting of the
lead developer (S.P.), the methodologist (T.P.), and GS
leadership, reviewed the disclosure forms and CVs for finan-
cial and intellectual conflicts of interest (COI). These docu-
ments were screened to exclude individuals with a clear
financial conflict or professional or intellectual biases that
would diminish the credibility of the review. As required by
the AAN, at least 51 percent of the panel and the lead de-
veloper (S.P.) are free of relevant COL Six of the 19 devel-
opers were determined to have relevant COI judged not
significant enough to preclude them from authorship (W.J.B,,
AH, SK, EL, TS, S.S.). These developers were not per-
mitted to review or rate evidence but were consulted to help
validate the key questions, the scope of the literature search,
and the identification of seminal articles to validate the liter-
ature search. Because the panel majority is free of COI, the
entire panel voted on the recommendations, with panel
members free of COI leading recommendation development.
This author panel was solely responsible for decisions con-
cerning the design, analysis, and reporting of the SR and
practice guideline.

The panel formulated a rationale for recommendations
based on the evidence systematically reviewed and stipulated
axiomatic principles of care (eAppendix 3). From this ra-
tionale, corresponding actionable recommendation state-
ments were inferred. The level of obligation of the
recommendations was assigned using a modified Delphi
process (an anonymized voting process with multiple
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rounds to reach consensus) that considered the confidence
in the evidence reviewed, the acceptability of axiomatic
principles of care, the strength of indirect evidence, and the
relative magnitude of benefit to harm. Additional factors that
could modify the level of obligation included judgments
regarding the importance of outcomes, cost vs benefit of
compliance with the recommendation, the availability of the
intervention, and anticipated variations in patients’ prefer-
ences. Standard modal operators indicate the level of obli-
gation. “Must” corresponds to Level A, very strong
recommendations; “should” to Level B, strong recom-
mendations; and “may” to Level C, weak recommendations.

Practice Recommendations

The term chronic migraine refers to headache occurring >15 days/
month for >3 months, which, on at least 8 days/month, has the
features of migraine headache.

Deciding to Start a Preventive Medication

Recommendation 1 Rationale

Migraine preventive medications reduce headache days and
migraine-associated disability. The decision to use a preventive
medication depends on many factors that inform clinician and
patient preferences. These include migraine attack factors, such
as pain severity, frequency, associated symptoms, and disability,
and medication factors, such as cost, adverse effects (AEs), and
mode of delivery.”® Many recent clinical trials for migraine
preventives require participants to experience >4 migraine
days/month for inclusion. Two studies have identified monthly
headache day frequency as a predictor of transformation to
chronic migraine.7’8 Preventive treatments may prevent the
transition of episodic to chronic migraine.

Patients with migraine want’ to be involved in the choice to
use preventive medication. In a cross-sectional study, 80% of
people with >S5 migraine attacks/month expressed an interest
in pharmacologic preventive treatment, compared with 20%
of patients with <2 attacks/month.

Recommendation 1 Statements
1A. Clinicians should inform all patients with migraine that

effective preventive treatments exist for frequent migraine
attacks (Level B).

1B. Clinicians should offer preventive treatments to patients
with migraine who experience >4 migraine days per month,
or >4 moderate to severe headache days per month, to reduce
headache frequency (Level B).
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1C. Clinicians should offer preventive treatments to patients
with substantial disability from migraine to reduce migraine-
associated disability (Level B).

Shared and Informed Decision Making

Recommendation 2 Rationale

Our SR of the evidence for medication use for migraine
prevention found several medications that are superior to
placebo in decreasing headache attack frequency and im-
proving patient-reported QOL." The magnitude of the effect
size and confidence in the evidence varies by medication,
dosage, and diagnosis of episodic or chronic migraine. Head-
to-head trials of medications have generally not provided
evidence of sufficient quality to establish superiority of one
medication over another. Once the decision to start a pre-
ventive medication is made, choosing which medication to
start is a collaborative decision between patient and clinician
based on the principles of shared and informed decision
making.

Recommendation 2 Statements
To improve shared decision making:

2A. Clinicians should inform patients of appropriate medi-
cation choices for migraine prevention, taking into account
the patient’s medical and psychiatric history, currently pre-
scribed medications, and any contraindications to medi-
cations used for migraine prevention (Level B).

2B. Clinicians should discuss and understand the patient’s
preferences with respect to potential AEs of medications used
for migraine prevention (Level B).

2C. Clinicians should discuss and understand the patient’s
preferences with respect to treatment modality (i.e., oral vs
injectable) (Level B).

Treatments for Patients Without Significant
Comorbidities or Specific Contraindications

Recommendation 3 Rationale

Many pharmacologic options exist for migraine prevention.
No single medication has been shown to be clearly superior
for efficacy in reducing the frequency of migraine attacks,
although some have greater confidence in evidence of efficacy
than others. Preventive options can therefore be compared
regarding 4 properties:

a.  Strength of evidence for efficacy: This is quantified in the
SR for this guideline.

b. Tolerability: Tolerability differs per medication and,
although it depends on individual factors and cannot be
predicted in any individual patient, clinical trials indicate
the general tolerability of a drug.

c. Safety: All migraine preventive medications approved for
clinical use in the United States are relatively safe, but
safety will vary based on individual patient factors (e.g.,
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risk of cardiovascular disease, chances of becoming
pregnant). As long-term safety cannot be determined
from relatively short clinical trials, the safety of newer
medications is less certain than the safety of older
medications.

d. Cost: The cost of each treatment option is known, but the
importance of cost will vary per patient and health
system.

Recommendation 3 Statements

Patient choice is a crucial consideration when developing
treatment plans for patients with no significant comorbidities
or specific contraindications. The term offer refers to the ac-
tion of providing guidance to the patient about possible ap-
propriate preventive medication choices.

3A. For patients for whom evidence of efficacy is the priority,
clinicians should offer patients preventives with high or
moderate confidence in the evidence for eflicacy based on the
SR (Level B)."

. Episodic migraine: atogepant, eptinezumab, erenu-
mab, fremanezumab, galcanezumab, propranolol, top-
iramate, and valproate

o  Chronic migraine: atogepant, eptinezumab, erenu-
mab, fremanezumab, galcanezumab, onabotulinum-
toxinA, topiramate, and valproate

3B. For patients concerned about tolerability, clinicians
should offer migraine preventives with fewer side effects
(Level B).

o Episodic migraine: atogepant, eptinezumab, erenu-
mab, fremanezumab, and galcanezumab

o  Chronic migraine: atogepant, eptinezumab, erenu-
mab, fremanezumab, galcanezumab, and
onabotulinumtoxinA

3C. For patients concerned about possible long-term or un-
known harms from medications, clinicians should offer mi-
graine preventives that have been widely used for a long
period of time while observing specific contraindications
(Level B).

- Episodic migraine: propranolol and topiramate
o Chronic onabotulinumtoxinA  and
topiramate

migraine:

3D. For patients concerned about cost, clinicians should offer
less expensive preventive treatment options depending on the
patient’s specific pharmaceutical formulary plan and health
care insurance system (Level B).

3E. For patients not responding to choices with higher con-
fidence in the evidence, clinicians should offer migraine pre-
ventives with low confidence in the evidence for efficacy
(Level B).
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. Episodic migraine: amitriptyline, flunarizine, meto-
prolol, pizotifen, rimegepant, and telmisartan

Treatment During Pregnancy and for Patients
Planning Pregnancy

Recommendation 4 Rationale

Drugs taken during pregnancy have the potential to harm the
fetus. As randomized controlled trials (RCTs) of drug safety
during pregnancy are not ethically possible, no drug can be
declared completely safe when taken during pregnancy. Some
preventive medications have prolonged half-lives and, there-
fore, need to be stopped early in female patients planning
a pregnancy. Finally, many pregnancies are unplanned, and
unexpected fetal drug exposure may occur.

Pregnant women with migraine have a higher risk of pre-
eclampsia and preterm birth'® and a higher risk of cerebro-
vascular and cardiovascular events during pregnancy. It is
unknown whether migraine prevention during pregnancy
decreases these risks. Severe migraine attacks can cause sig-
nificant morbidity during pregnancy (e.g, severe nausea and
vomiting),11 and it may be advantageous for selected patients
to continue migraine preventive therapy during pregnancy. In
these situations, a collaborative decision between patient and
clinician based on the principles of shared and informed de-
cision making is required, with risks and benefits considered.
The discussion should consider that migraine often improves
during pregnancy, especially after the first trimester.">

The American College of Obstetricians and Gynecologists
(ACOG) developed a clinical practice guideline on head-
aches in pregnancy and postpartum based on an SR of the
literature and following a similar process to the AAN'’s
guideline development process.'> Regarding the use of
medication for prevention of primary headaches, ACOG
recommends that obstetricians review the medications
a patient is using for headache prevention and consider
continuing, decreasing, changing, or stopping them owing to
the likely decrease in headache symptoms during pregnancy
(strong recommendation, very low quality evidence). The
guideline includes a table of possible therapies (table 21%)
listed by recommendation, from “recommended,” to “bal-
ance risks and benefits,” to “not recommended,” and “in-
sufficient evidence.” Medications included in the ACOG
guideline as “recommended” or “balance risks and benefits”
that were also found to be possibly or probably effective in
our AAN SR' include: nifedipine (AAN low confidence,
ACOG consider as first line use for prevention), amitripty-
line (AAN low confidence, ACOG balance risks and bene-
fits), metoprolol (AAN low confidence, ACOG balance risks
and benefits), propranolol (AAN moderate confidence,
ACOG balance risks and benefits), and onabotulinumtoxinA
(chronic migraine only, AAN high confidence, ACOG bal-
ance risks and benefits).

The potential associated risks of using these medications in
pregnancy according to ACOG are:
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« Nifedipine: none.

«  Amitriptyline: small for gestational age births, major
congenital anomalies, neonatal convulsions, and neo-
natal respiratory distress.

o Propranolol and metoprolol: cardiovascular abnor-
malities, cleft lip or palate, neural tube defects, and
fetal growth restriction.

The review does not provide statements on the frequency of
these outcomes. Despite the inclusion of amitriptyline in table
2 of the ACOG guideline, the text of the guideline states that
the use of tricyclic antidepressants is not recommended in
pregnancy. ACOG states that there are limited data on the
potential associated risks of onabotulinumtoxinA in preg-
nancy. A Class III study published after the ACOG guideline
analyzed pregnancy outcomes in 397 women after onabotu-
linumtoxinA exposure based on data collected in the Allergan
Global Safety Database from 1990 to 2018. The timing of
exposure was before conception or during the first trimester in
95% of cases. The prevalence of overall fetal defects was 2.6%,
consistent with rates reported in the general population.'*

Recommendation 4 Statements

4A. People with migraine of childbearing potential who re-
quire migraine preventive therapy must be made aware of the
potential risks to the fetus in the event of an unplanned
pregnancy, and agents with known teratogenic effects (e.g.,

divalproex sodium, topiramate) should be avoided if possible
(Level A).

4B. In people who are pregnant or planning a pregnancy,
nonpharmacologic approaches that have the potential to re-
duce migraine attack frequency (e.g., behavioral interventions,
acupuncture, exercise, trigger management) must be maxi-
mized (Level A).

4C. If pharmacologic migraine prevention is considered po-
tentially necessary during pregnancy, it must be used only
after a thorough discussion with the patient of the risks and
alternatives, with joint decision making (Level A).

4D. If pharmacologic migraine prevention is necessary during
pregnancy, clinicians must develop a strategy with the patient
that limits overall pharmacologic exposures while maintaining
the best possible migraine control (Level A).

4E. If a migraine preventive medication is considered neces-
sary during pregnancy, clinicians should review the ACOG
guideline medication recommendations and potential asso-
ciated risks determined from their SR (Level B).

4F. If a migraine preventive drug is considered necessary
during pregnancy, clinicians may offer nifedipine (Level C).

4G. If a migraine preventive drug is considered necessary
during pregnancy and nifedipine is not an option or is in-
effective, clinicians may offer metoprolol or propranolol, but
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the risks (i.e., cardiovascular abnormalities, cleft lip or palate,
neural tube defects, and fetal growth retardation) must be
balanced with the potential benefits (Level C).

4H. If a migraine preventive medication is considered nec-
essary during pregnancy for chronic migraine, clinicians may
offer onabotulinumtoxinA, but the risks must be balanced
with the potential benefits. Extremely limited outcome data
are available, and available data mainly pertain to pre-
conception and first trimester exposures (Level C).

Treatment During Lactation

Recommendation 5 Rationale

Migraine preventive drugs are present in the breast milk of
lactating people (eAppendix 4). The availability of in-
formation on the passage of migraine preventives into breast
milk varies between drugs and is scarce for newer
treatments.>

Recommendation 5 Statement

S. To improve shared and informed decision making, clini-
cians must counsel patients who are lactating that migraine
preventives pass into breast milk in varying amounts and can
impact the health of breastfed infants, including counseling on
the risks of specific medications based on evidence-based
sources such as reference databases (e.g., LactMed) (Level A).

Treatment Over the Adult Lifespan

Recommendation 6 Rationale

Changes related to aging, particularly in older adults, need to
be considered when prescribing migraine preventive medi-
cations. With increasing age, there is a greater risk of vascular
disease, including coronary and cerebrovascular disease.
Older adults are more likely to have reduced renal and hepatic
function and are more likely to be taking medications for
other health conditions that can lead to drug interactions.
They are more prone to experience sedation and/or confu-
sion from medications with sedative potential and have
greater risk from falls due to sedation or syncope. Preventive
drugs that are more likely to cause sedation include amitrip-
tyline, valproate, topiramate, and pizotifen.16 RCTs of telmi-
sartan,"” propranolol,18 and metoprolol19 for migraine
prevention have demonstrated significant decreases in blood
pressure with treatment.

Recommendation 6 Statements

6A. When prescribing a migraine preventive medication for
older adults, depending on the drug being considered, the
clinician should carefully assess for the presence of vascular
disease, potential drug interactions, and reduced renal and/or
hepatic function (Level B).

6B. Clinicians prescribing a migraine preventive medication with
sedative potential for an older adult should discuss the possibility
of side effects such as sedation and confusion and, if appropriate,
initiate therapy with lower-than-usual doses (Level B).
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6C. When choosing a preventive drug for an older adult, the
clinician must discuss the possibility of hypotension or pos-
tural hypotension and, if appropriate, avoid drugs that sig-
nificantly lower blood pressure or start therapy with lower-
than-usual doses (Level A).

Recommendation 7 Rationale

A patient’s sex may influence choice of a preventive medication.
Issues related to pregnancy and lactation are discussed in rec-
ommendations 4 and S. Other considerations when prescribing
a migraine preventive drug for a female patient include whether
the drug predisposes to polycystic ovary syndrome (PCOS) and
whether it may reduce the effectiveness of hormonal contra-
ceptives. In a meta-analysis of studies of women with epilepsy
taking valproate, the incidence of PCOS in women treated with
valproate was higher (OR 3.04, 95% confidence interval [CI]
2.09-4.43) than in women not treated with valproate.”® Top-
iramate in doses >200 mg/d reduces estrogen levels in women
taking combined oral contraceptives, but doses of <200 mg/
d result in minimal or no reductions in estrogen and norethin-
drone levels. There is evidence that low-dose topiramate as used
in migraine prevention does not increase the incidence of un-
intended pregnancy in those on oral contraceptives as compared
with patients using propranolol, amitriptyline, or other
oral migraine preventives.' >  Similarly, topiramate in
doses >200 mg/d causes potentially clinically important reduc-
tions in serum etonogestrel concentrations among etonogestrel
implant users, while doses of 100 mg/d cause minor decreases.”*
Considerations when prescribing a migraine preventive drug for
older adult male patients include whether the drug predisposes
to urinary retention. In an SR and meta-analysis of the effect of
psychotropic drugs on urinary function, tricyclic antidepressants
were significantly more likely to cause urinary retention than
placebo (odds ratio [OR] 2.52, 95% CI 1.29-4.90).°

Recommendation 7 Statements
7A. Clinicians prescribing valproic acid for migraine pre-
vention must notify female patients that it can increase the risk

of PCOS (Level A).

7B. Clinicians prescribing topiramate for migraine prevention
must notify female patients of childbearing potential that it
can make hormonal contraception less effective at doses
above 200 mg/d (Level A).

7C. Clinicians prescribing a migraine preventive for older
adult male patients should evaluate whether there is risk of
urinary retention and either avoid drugs with anticholinergic
effects (e.g., amitriptyline) or discuss this possibility with the
patient (Level B).

Treatments for Patients With Comorbid
Medical and Psychiatric Conditions

Recommendation 8 Rationale
People with migraine may have additional medical and psy-
chiatric conditions. Where it is possible to treat both migraine
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and the coexisting condition with the same medication, this is
a viable option as it may reduce the number of medications
the patient is required to take and thereby improve treatment
adherence and reduce costs. However, if one or both con-
ditions does not respond to this approach, it is important to
abandon it and treat each condition independently. With this
approach, each condition should be treated with the best
treatment option possible, while remaining vigilant for drug
interactions and side effects.

Recommendation 8 Statements
8A. Clinicians should discuss with the patient with migraine
who has a medical or psychiatric comorbidity whether it is
preferable to treat both conditions with a single medication
(combined approach) or to treat them both independently
(independent approach) (Level B).

8B. If a combined approach is chosen, efficacy and side effects
should be closely monitored to determine whether the ther-
apeutic approach should be switched to treating both con-
ditions independently (Level B).

Treatments for Patients With Hypertension

Recommendation 9 Rationale

As several antihypertensives are also used for migraine pre-
vention, these medications can be used to treat both hyper-
tension and migraine with a single agent. This should
encourage treatment compliance and reduce the probability
of drug interactions. The American College of Cardiology
guideline on the treatment of hypertension recommends
thiazide diuretics, calcium channel blockers, angiotensin-
converting enzyme inhibitors, and angiotensin receptor
blockers as first-line agents for initiation of antihypertensive
drug therapy, while initial use of beta blockers for hyperten-
sion is only recommended in patients with specific cardio-
vascular comorbidities.”® First-line agents for hypertension
that have been assessed as possibly effective in migraine
prevention include telmisartan (low confidence), nifedipine
(low confidence), and enalapril (low confidence). Cande-
sartan is widely used in migraine prevention, but there is
insufficient evidence to support its use.

Recommendation 9 Statement

9. Clinicians may inform people with migraine and comorbid
untreated hypertension that monotherapy options are avail-
able to treat both conditions, including enalapril, nifedipine,
and telmisartan (Level C).

Treatments for Patients With Fibromyalgia

Recommendation 10 Rationale

Amitriptyline is used for migraine prevention and has also
shown efficacy in the treatment of fibromyalgia. In an SR and
meta-analysis of RCTs of amitriptyline in patients with
fibromyalgia, compared with placebo, amitriptyline
(10-50 mg/d) was associated with reduced sleep dis-
turbances (standardized mean difference [SMD] -0.97, 95%
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credible intervals [CrI] —1.10 to —0.83), fatigue (SMD -0.64,
95% Crl —0.75 to —0.53), and improved QOL (SMD -0.80,
95% Crl —0.94 to —0.65).”” The use of amitriptyline for mi-
graine prevention in patients with fibromyalgia, especially if
they have insomnia, has the potential to be helpful for both
disorders.

Recommendation 10 Statement
10. Clinicians should offer amitriptyline for migraine pre-
vention in patients with comorbid fibromyalgia (Level B).

Treatments for Patients With Increased
Body Mass

Recommendation 11 Rationale

Many migraine preventive medications (e.g., amitriptyline,16
propranolol,28 pizotifen,16 and flunarizine®®) promote weight
gain in some patients as a side effect. Cross-sectional studies
suggest that obesity is a risk factor for chronification of mi-
graine.® In several RCTs of topiramate for migraine pre-
vention, treatment with topiramate resulted in statistically
significant decreases in weight compared with placebo at all
dosages (50-200 mg).>**"**

Recommendation 11 Statement

11. When an oral migraine preventive drug is being consid-
ered in a patient with increased body mass index, clinicians
should offer topiramate (Level B).

Treatments for Patients With
Medication Overuse

Recommendation 12 Rationale

The use of medications to treat acute migraine attacks too fre-
quently is termed “medication overuse.” It is presumed that
medication overuse can cause a secondary headache called
“medication-overuse headache,” although causality is generally
difficult to demonstrate. Medication overuse is defined as the
regular use of acute and/or symptomatic migraine drugs, with
intake of >9 days/month for prescription migraine pain relieving
medication or >14 days/month for nonspecific pain medi-
cations.” Reduction in headache frequency that occurs in some
individuals after discontinuing the overused medication suggests
a causal relationship.**** The frequent use of medications to
treat acute migraine attacks is one indication that preventive
treatment should be offered or optimized. Although there is
a lack of comparative effectiveness data on migraine preventive
medications for the treatment of patients who have medication
overuse, several medications have demonstrated efficacy in small
studies and/or post hoc subgroup analyses of larger clinical trials.
From large phase 3 clinical trials, subgroup analyses of partic-
ipants with migraine and medication overuse have been con-
ducted for onabotulinumtoxinA, eptinezumab, erenumab,
fremanezumab, galcanezumab, and atogepant. These analyses
have concluded that participants with medication overuse either
have superior benefit from the preventive medication compared
with a placebo control and/or that those with medication
overuse respond similarly to the preventive medication
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compared with those without medication overuse.*>*" Smaller
analyses of topiramate amongst those with migraine and medi-
cation overuse suggest that topiramate is likely effective in this
population.*'** Available evidence suggests that simply starting
a preventive medication is equally effective to starting a pre-
ventive medication and implementing acute medication with-
drawal.*** However, these studies included only small numbers
of participants who had overuse of opioids or barbiturate-
containing medications, and thus, there is insufficient evidence to
draw a similar conclusion for these scenarios.

Recommendation 12 Statements
12A. Preventive medication should be offered to those with
migraine who meet criteria for medication overuse (Level B).

12B. Preventive medication should be offered to those who
have medication-overuse headache (Level B).

12C. Preventive medications that have evidence for efficacy in
individuals with medication overuse or medication-overuse
headache (e.g, CGRP [calcitonin gene-related peptide]
[mAbs], atogepant,
numtoxinA, and topiramate) should be considered before
medications that lack such evidence (Level B).

monoclonal antibodies onabotuli-

Current Use of Acute Treatments

Recommendation 13 Rationale

Nearly all individuals with migraine use acute treatments to
treat migraine attack symptoms. Thus, most patients being
prescribed migraine preventive medication are also taking
acute migraine medication. There is a lack of data comparing
the benefits and risks of combining specific migraine pre-
ventive medications with specific acute medications. The
potential for medication interactions, side effects, and overlap
in mechanisms of action are considerations when recom-
mending a migraine preventive medication to a patient al-
ready taking an acute migraine medication.**”

Recommendation 13 Statements

13A. When prescribing a migraine preventive medication,
clinicians must evaluate the risk of drug interactions with
a patient’s migraine acute medications (Level A).

13B. When prescribing a migraine preventive medication, the
clinician must evaluate the risk of side effects based on com-
bining that preventive medication with the patient’s migraine
acute medications (Level A).

When to Assess Treatment Efficacy

Recommendation 14 Rationale

In the SR of the evidence on the use of medication for migraine
prevention, superiority to placebo was typically demonstrated
between 8 and 12 weeks for oral medications, with the most
common timepoint across these studies being 12 weeks.
Studies of onabotulinumtoxinA evaluated response at
24 weeks, while studies of CGRP mAbs evaluated response at
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both 12 and 24 weeks. Although medications have varying
mechanisms of action, expected final pathophysiologic changes
driving improvement in migraine take weeks to months to
occur, although initial changes may occur sooner. Some med-
ications demonstrate a dose-response relationship with a mini-
mal effective dose and a higher response with increasing doses.
Adverse events were reported within days to weeks of initiating
treatment, some leading to treatment discontinuation before
attaining therapeutic response. Individuals have the autonomy
to decide if side effects are tolerable. Lifestyle and trigger
management is an essential aspect of migraine treatment. Pa-
tient preference should be paramount in decision making and
may enhance the efficacy-expectation response.

Recommendation 14 Statements

14A. Clinicians should wait at least 8-12 weeks at the rec-
ommended tolerated dose of most medications for migraine
prevention before assessing efficacy (Level B).

14B. Clinicians should wait 24 weeks at the recommended
dose before assessing efficacy of onabotulinumtoxinA injec-
tions for migraine prevention before assessing eflicacy
(Level B).

14C. If suboptimal treatment response is observed by 8 weeks,
physicians should optimize the dose of the medication for
migraine prevention to the maximum tolerated dose or pre-
determined maximum based on efficacy studies (Level B).

14D. If no eflicacy is observed after 8-12 weeks of treatment
and other contributing factors are identified (e.g., inconsistent
treatment adherence, frequent exposure to known triggers),
physicians should engage in shared decision making with
patients to continue an additional observation period
(Level B).

14E. Clinicians should encourage continued lifestyle and
trigger management in patients who take a medication for
migraine prevention (Level B).

14F. If side effects are not tolerable, clinicians should consider
a dose reduction (Level B).

14G. If side effects are not tolerable, clinicians should offer an
alternative treatment option (Level B).

14H. If suboptimal response is observed after 12-24 weeks
(see 14A and 14B), and other options are available and not
contraindicated, clinicians should engage in shared decision
making with the patient to initiate an alternate medication for
migraine prevention (Level B).

Assessment of Treatment Efficacy

Recommendation 15 Rationale
In our SR of evidence on the use of medication for migraine
prevention, effectiveness was measured by assessing the
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change in the number of days with migraine, the proportion of
individuals with a >50% decrease in migraine attack days, and
migraine-specific QOL measures. The migraine-specific QOL
measures used in randomized clinical trials of migraine
treatments that were sensitive to improvement in outcomes
included the Migraine Disability Assessment Scale (MIDAS),
Headache Impact Test (HIT-6), Migraine Specific Quality of
Life Questionnaire (MSQ), and Migraine Physical Function
Impact Diary (MPFID). Shared decision making between
clinicians and patients forms a basis for establishing an ef-
fective migraine treatment regimen. Medication adherence is
critical for optimal treatment outcomes and emphasizing the
importance of adherence can lead to better patient

48
outcomes.

Recommendation 15 Statements

15A. Clinicians should document the frequency of migraine
attacks to optimize assessment of treatment -eflicacy
(Level B).

15B. Clinicians may use a measurement tool (e.g., headache
diary, HIT-6, or MIDAS) consistently across patient visits to
monitor efficacy and treatment response (Level C).

15C. Clinicians’ assessment of treatment efficacy must be
patient-centric and based on individual goals (Level A).

1SD. Clinicians should utilize frequency, severity, migraine-
associated symptoms, QOL, and use of acute therapy when
assessing efficacy of treatment (Level B).

Counseling and Assessment of AEs

Recommendation 16 Rationale

AEs are a common reason for treatment noncompliance or
discontinuation and are treatment specific. Clinicians pre-
scribing medications for migraine prevention require ade-
quate knowledge of AEs that are common, bothersome, or
serious. Educating and counseling patients about the possible
AEs associated with the use of medications for migraine allows
patients to make informed decisions about their treatment
options. Patient education and counseling on potential AEs
resulting from migraine medication use should be based on
the most common and most serious AEs cited in the drug
label/product monograph or within drug databases (e.g.,
Lexicomp) that contain evidence-based information about
adverse reactions, warnings and precautions, and other in-
formation regarding drug effects.

Recommendation 16 Statements

16A. Clinicians must provide counseling on common and
serious or life-threatening AEs based on product monographs
and drug information databases before prescribing migraine
preventive medications (Level A).

16B. Clinicians must monitor patients for common and se-
rious or life-threatening AEs as part of routine follow-up
(Level A).
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Stopping Preventive Therapy

Recommendation 17 Rationale

Migraine is a lifelong disorder with fluctuations in frequency,
severity, and duration. Patients require knowledge about the
needed duration of treatment to inform decision making.
Patients vary in their desire to taper an effective treatment.
There are only 2 studies of migraine preventive cessation of
sufficient design to inform recommendations. After 6 months
of use of topiramate (50-200 mg) for migraine prevention,
randomized discontinuation (by 100 mg/wk) resulted in
a slight increase in migraine attack days (1.19 days in 4 weeks,
95% CI 0.71-1.66; p < 0.0001), a greater number of days on
acute medication, and a decrease in migraine-related QOL on
the MIDAS.* Similarly, after 6 months of galcanezumab
treatment for migraine prevention, discontinuation of galca-
nezumab was associated with >50% of month 6 responders
(defined as a decrease in monthly migraine headache day
frequency by > 50%) losing their response S months after
discontinuation.

Recommendation 17 Statements

17A. Clinicians should counsel patients that there is limited
evidence that suggests a risk of increased headache days and
decreased headache-related QOL after discontinuing a pre-
ventive medication (Level B).

17B. Clinicians should discuss the potential benefits and risks
of tapering a migraine preventive medication after 6 months
of treatment (Level B).

Disclaimer

Clinical practice guidelines, practice advisories, systematic
reviews, Evidence in Focus articles, and other guidance pub-
lished by the American Academy of Neurology and its affili-
ates are assessments of current scientific and clinical
information provided as an educational service. The in-
formation (1) should not be considered inclusive of all proper
treatments or methods of care or as a statement of the stan-
dard of care; (2) is not continually updated and may not
reflect the most recent evidence (new evidence may emerge
between the time information is developed and when it is
published or read); (3) addresses only the question(s) spe-
cifically identified; (4) does not mandate any particular course
of medical care; (S) represents the medical/scientific opinion
of the author panel based on an analysis of then-current
clinical data, literature, and public comment (where applica-
ble); and (6) is not intended to substitute for the independent
professional judgment of the treating provider, as the in-
formation does not account for individual variation among
patients. In all cases, the selected course of action should be
considered by the treating provider in the context of treating
the individual patient. The use of the information is voluntary.
The AAN provides this information on an “as is” basis, and
makes no warranty, expressed or implied, regarding the in-
formation. The AAN specifically disclaims any warranties of
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merchantability or fitness for a particular use or purpose. The
AAN assumes no responsibility for any injury or damage to
persons or property arising out of or related to any use of this
information or for any errors or omissions.

Conflict of Interest

The American Academy of Neurology (AAN) is committed
to producing independent, critical, and trustworthy clinical
practice guidelines (CPGs) and evidence-based documents.
Significant efforts are made to minimize the potential for
conflicts of interest to influence the recommendations of this
evidence-based document. Management and disclosure of
document developer relationships is conducted in compliance
with the 2017 AAN process manual section titled, “Imple-
menting the AAN Conflict of Interest Policy for Guidelines
and Case Definitions,” which can be viewed at aan.com.

Author Contributions

S. Potrebic: drafting/revision of the manuscript for content,
including medical writing for content; major role in the ac-
quisition of data; study concept or design; analysis or in-
terpretation of data. S. Tanveer: drafting/revision of the
manuscript for content, including medical writing for content;
major role in the acquisition of data; study concept or design;
analysis or interpretation of data. W.J. Becker: drafting/
revision of the manuscript for content, including medical
writing for content. R Burch: drafting/revision of the manu-
script for content, including medical writing for content. L.-
J. Cooke: drafting/revision of the manuscript for content,
including medical writing for content. T. Fenton: major role
in the acquisition of data. ].J. Fletcher: drafting/revision of the
manuscript for content, including medical writing for content;
major role in the acquisition of data; analysis or interpretation
of data. GL. Gordon Perue: major role in the acquisition of
data; analysis or interpretation of data. A.D. Hershey:
drafting/revision of the manuscript for content, including
medical writing for content. ].L. Jackson: drafting/revision of
the manuscript for content, including medical writing for
content. S. Kessel: drafting/revision of the manuscript for
content, including medical writing for content. E.W. Loder:
drafting/revision of the manuscript for content, including
medical writing for content. M.T. Minen: drafting/revision of
the manuscript for content, including medical writing for
content; major role in the acquisition of data; analysis or
interpretation of data. M. Oskoui: major role in the acquisi-
tion of data; analysis or interpretation of data. V.K. Ramanan:
major role in the acquisition of data; analysis or interpretation
of data. M. Murren: drafting/revision of the manuscript for
content, including medical writing for content. T.J. Schwedt:
drafting/revision of the manuscript for content, including
medical writing for content. S.D. Silberstein: drafting/revision
of the manuscript for content, including medical writing for
content. D.B. Smith: major role in the acquisition of data;
study concept or design; analysis or interpretation of data.

Neurology.org/N

K.A. Botchway-Doe: drafting/revision of the manuscript for
content, including medical writing for content; study concept
or design. H.M. Silsbee: drafting/revision of the manuscript
for content, including medical writing for content. T. Pring-
sheim: drafting/revision of the manuscript for content, in-
cluding medical writing for content; major role in the
acquisition of data; study concept or design; analysis or in-
terpretation of data.

Study Funding

This practice guideline was developed with financial support
from the American Academy of Neurology (AAN). Authors
who have served as AAN subcommittee members or as
methodologists (S.P., S.T., ]J.F, M.M,, GL.G.P,, VKR, M.O,,
D.S., and T.P.) or who are or were AAN employees (T.F.,
K.A.B.D., HM.S.) may have been reimbursed by the AAN for
expenses related to travel to subcommittee meetings where
drafts of manuscripts were reviewed.

Disclosure

S. Potrebic reports no disclosures; W. Becker has received
personal compensation in the range of $5,000-$9,999 for
serving as a consultant for AbbVie, Lundbeck, Novartis, and
Teva, has received personal compensation in the range of
$500-$4,999 for serving as a consultant for Eli Lilly and
McKesson. Dr. Becker has received personal compensation in
the range of $500-$4,999 for serving on a Speakers Bureau for
University of Calgary and has received personal compensa-
tion in the range of $500-$4,999 for serving as a discussion
moderator and speaker for Pfizer. Dr. Becker has a non-
compensated relationship as a Board Member with Migraine
Canada and as a Board Member with Pain Society of Alberta.
R. C. Burch has received personal compensation in the range
of $10,000-$49,999 for serving as an Editor, Associate Editor,
or Editorial Advisory Board Member for Neurology and has
received publishing royalties from a publication relating to
health care. An immediate family member of Dr. Burch has
received personal compensation for serving as an employee of
Wellsky and has stock in Wellsky.; L. Cooke reports no dis-
closures.; T. Fenton is an employee of the AAN.; J. Fletcher
reports no disclosures.; G. L. Gordon-Perue has received re-
search support from a U.S. Centers for Disease Control and
Statistics (CDC) Paul Coverdell Grant and from the Florida
Department of Health. Dr. Gordon-Perue has received per-
sonal compensation in the range of $500-$4,999 for serving as
a moderator with PRIME Project ECHO for a stroke edu-
cational webinar.; A. Hershey has received publishing royal-
ties from a publication relating to health care. The institution
of Dr. Hershey has received compensation in the range of $0-
$499 for his service as a consultant for Amgen, $500-$4,999
for his service as a consultant for Lundbeck, $500-$4,999 for
his service as a consultant for Supernus, $500-$4,999 for his
service as a consultant for Upsher-Smith, and $500-$4,999 for
his service as a consultant for Teva. Dr. Hershey has received
research support from Amgen, the National Institutes of
Health (NIH), National Institute of Neurologic Disorders
and Stroke, Biohaven, and Upsher-Smith; J. L. Jackson reports

Neurology | Volume 107, Number 7 | October 13,2026

€214881(9)
Copyright © 2026 American Academy of Neurology. Unauthorized reproduction of this article is prohibited.


http://www.aan.com
http://neurology.org/n

Downloaded from https://www.neurology.org by 2a01:cb01:400c:f82f::126a:6af on 23 September 2026

no disclosures.; S. Kessel has received personal compensation
in the range of $500-$4,999 for serving as a consultant for
Allergan, $500-$4,999 for serving as a consultant for Lund-
beck, and $100,000-$499,999 for serving as Executive Di-
rector with Miles for Migraine.; E. Loder has received
personal compensation in the range of $10,000-$49,999 for
serving as an officer or member of the Board of Directors for
Headache Cooperative of New England, has received pub-
lishing royalties from a publication relating to health care, and
the institution of Dr. Loder has received personal compen-
sation in the range of $100,000-$499,999 for serving as an
Editor, Associate Editor, or Editorial Advisory Board Member
for The BMJ. M. Minen has received personal compensation
in the range of $500-$4,999 for serving as an Editor, Associate
Editor, or Editorial Advisory Board Member for Pain Medi-
cine Journal, $500-$4,999 for serving as a First Contact-
Primary Care Advisory Board Member with the American
Headache Society, $500-$4,999 for serving as a consultant for
a Patient-Centered Outcomes Research Institute (PICORI)
grant on a migraine evidence-based map for stakeholders with
ECRI, $0-$499 for serving as a consultant for the Institute for
Comparative Effectiveness Research, and has intellectual
property interests from a discovery or technology relating to
health care. The institution of Dr. Minen has received re-
search support from the NIH and the Doris Duke Fellowship
to retain clinician scientists; M. Oskoui has received personal
compensation in the range of $500-$4,999 for serving as an
officer or member of the Board of Directors for the Associa-
tion des Neurologues du Quebec, $50,000-$99,999 for serv-
ing as a Methodologist with the American Academy of
Neurology, and has a noncompensated relationship as
a Member of the Medical and Scientific Advisory Committee
with Muscular Dystrophy Canada. The institution of Dr.
Oskoui has received research support from Novartis, Biogen,
Roche, Genetech, Santhera, Muscular Dystrophy Canada, and
Canadian Institutes of Health Research; The institution of T.
Pringsheim has received research support from Azrieli Ac-
celerator, Maternal Newborn Child and Youth Strategic
Clinical Network, Owerko Center of Alberta Children’s
Hospital Research Institute, Canadian Institutes of Health
Research, and Public Health Agency of Canada; V. K. Ram-
anan has received honoraria in the range of $500-$4,999 for
serving as a conference speaker/organizer with the AANL
The institution of Dr. Ramanan has received research support
as part of clinical trials sponsored by the Alzheimer’s Asso-
ciation, Fisai, the Alzheimer’s Treatment and Research In-
stitute at USC, and Transposon Therapeutics, Inc. The
institution of Dr. Ramanan has received research support
from Medscape, the National Institutes of Health, the Man-
gurian Foundation for Lewy Body Disease Research, Expert
Perspectives in Medicine, Roche/Association for Diagnostics
& Laboratory Medicine, and the American College of Radi-
ology.; M. Murren has a noncompensated relationship as an
Independent Patient Advocate with Miles for Migraine.; T.
Schwedt has received personal compensation in the range of
$0-$499 for serving as a consultant for Amgen, $500-$4,999
for serving as a consultant for Scilex, Biohaven, Click

Neurology | Volume 107, Number 7 | October 13,2026

Therapeutics, Novartis, Ipsen, Tonix Pharma, Satsuma,
Axsome, Collegium, and Theranica, $5,000-$9,999 for serving
as a consultant for Biodelivery Science and Linpharma,
$10,000-$49,999 for serving as a Consultant for Allergan, Eli
Lilly, Lundbeck, and AbbVie, has stock in Aural Analytics,
Allevalux, and Nocira, has received intellectual property
interests from multiple discoveries or technologies relating to
health care, and has received publishing royalties from
a publication relating to health care The institution of Dr.
Schwedt has received research support from Amgen, NIH,
United States Department of Defense, Patient-Centered
Outcomes Research Institute, SPARK Neuro, Henry Jackson
Foundation, Pfizer, National Headache Foundation, Ameri-
can Heart Association.; S. Silberstein has received personal
compensation in the range of $500-$4,999 for serving as
a consultant for Lundbeck and Ipsen, $5,000-$9,999 for
serving as a consultant for Teva and AbbVie, $10,000-$49,999
for serving as a consultant for Lilly and Allergan, has received
personal compensation in the range of $5,000-$9,999 for
serving as an expert witness for Davies, McFarland & Carroll,
LLC, and $10,000-$49,999 for serving as an expert witness for
Sheehey Furlong & Behm, P.C, has received publishing
royalties from a publication relating to health care, and has
received research support from Lundbeck and AbbVie.; The
institution of S. Tanveer has received research support from
the Laura and Arnold Foundation and the U.S. Food and
Drug Administration. Go to Neurology.org/N for full
disclosures.

Publication History

Received by Neurology® December 8, 2025. Accepted in final form
April 7, 2026. Submitted and externally peer reviewed. The handling
editor was Editor-in-Chief José Merino, MD, MPhil, FAAN.

References

1. Pringsheim T, Smith DB, Tanveer S, et al. Pharmacologic treatment for migraine
prevention in adults systematic review: report of the AAN Guidelines Subcommittee
and the American Headache Society. Neurology. 2026;107(4):e218112. doi:10.1212/
'WNL.0000000000218112

2. Gronseth GS, Cox J, Gloss D, et al. Clinical Practice Guideline Process Manual. Min-
neapolis, MN: American Academy of Neurology; 2017.

3. Kol CM, Dekker F, Neven AK, Assendelft WJ, Blom JW. Acceptance or rejection of
prophylactic medicine in patients with migraine: a cross-sectional study. Br J Gen
Pract. 2008;58(547):98-101. doi:10.3399/bjgp08X264063

4. Mansfield C, Gebben DJ, Sutphin J, et al. Patient preferences for preventive migraine
treatments: a discrete-choice experiment. Headache. 2019;59(5):715-726. doi:
10.1111/head.13498

S. Peres MF, Silberstein S, Moreira F, et al. Patients’ preference for migraine preventive
therapy. Headache. 2007;47(4):540-545. doi:10.1111/§.1526-4610.2007.00757.x

6. Seo J, Tervonen T, Ueda K, Zhang D, Danno D, Tockhorn-Heidenreich A. Discrete
choice experiment to understand Japanese patients’ and physicians’ preferences for
preventive treatments for migraine. Neurol Ther. 2023;12(2):651-668. doi:10.1007/
540120-023-00453-0

7. Scher Al, Stewart WF, Ricci JA, Lipton RB. Factors associated with the onset and
remission of chronic daily headache in a population-based study. Pain. 2003;106(1-2):
81-89. doi:10.1016/50304-3959(03)00293-8

8. Xu J, Kong F, Buse DC. Predictors of episodic migraine transformation to chronic
migraine: a systematic review and meta-analysis of observational cohort studies.
Cephalalgia. 2020;40(5):503-516. doi:10.1177/033310241988335S

9. Rozen TD. Migraine prevention: what patients want from medication and their
physicians (a headache specialty clinic perspective). Headache. 2006;46(5):750-753.
doi:10.1111/}.1526-4610.2006.00429.x

10.  Hansen AS, Christiansen CH, Rom AL, et al. Association between migraine, migraine
subtype, and adverse pregnancy outcomes: a systematic review and meta-analysis.
Acta Obstet Gynecol Scand. 2025;104(6):1026-1040. doi:10.1111/a0gs.15115

11.  Banhidy F, Acs N, Horvith-Puhé E, Czeizel AE. Pregnancy complications and de-
livery outcomes in pregnant women with severe migraine. Eur ] Obstet Gynecol Reprod
Biol. 2007;134(2):157-163. doi:10.1016/j.ejogrb.2006.08.025

Neurology.org/N

€214881(10)
Copyright © 2026 American Academy of Neurology. Unauthorized reproduction of this article is prohibited.


https://n.neurology.org/lookup/doi/10.1212/WNL.0000000000214881
http://neurology.org/n

Downloaded from https://www.neurology.org by 2a01:cb01:400c:f82f::126a:6af on 23 September 2026

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

Negro A, Delaruelle Z, Ivanova TA, et al. Headache and pregnancy: a systematic
review. ] Headache Pain. 2017;18(1):106. doi:10.1186/510194-017-0816-0
Headaches in pregnancy and postpartum: ACOG clinical practice guideline no. 3.
Obstet Gynecol. 2022;139:944-972. doi:10.1097/A0G.0000000000004766

Brin MF, Kirby RS, Slavotinek A, et al. Pregnancy outcomes in patients exposed to
onabotulinumtoxinA treatment: a cumulative 29-year safety update. Neurology. 2023;
101:e103-e113. doi:10.1212/WNL.0000000000207375

National Institute of Child Health and Human Development. Drugs and Lactation Da-
tabase (LactMed). National Institute of Child Health and Human Development; 2006.
Jackson JL, Cogbill E, Santana-Davila R, et al. A comparative effectiveness meta-
analysis of drugs for the prophylaxis of migraine headache. PLoS One. 2015;10(7):
€0130733. doi:10.1371/journal.pone.0130733

Diener HC, Gendolla A, Feuersenger A, et al. Telmisartan in migraine prophylaxis:
a randomized, placebo-controlled trial. Cephalalgia. 2009;29(9):921-927. doi:
10.1111/j.1468-2982.2008.01825.x

Pradalier A, Serratrice G, Collard M, et al. Long-acting propranolol in migraine
prophylaxis: results of a double-blind, placebo-controlled study. Cephalalgia. 1989;
9(4):247-253. doi:10.1046/j.1468-2982.1989.0904247 x

Steiner TJ, Joseph R, Hedman C, Rose FC. Metoprolol in the prophylaxis of migraine:
parallel-groups comparison with placebo and dose-ranging follow-up. Headache.
1988;28(1):15-23. doi:10.1111/j.1365-2524.1988.hed2801015 x

Hu X, Wang J, Dong W, Fang Q, Hu L, Liu C. A meta-analysis of polycystic ovary
syndrome in women taking valproate for epilepsy. Epilepsy Res. 2011;97(1-2):73-82.
doi:10.1016/j.eplepsyres.2011.07.006

Doose DR, Wang SS, Padmanabhan M, Schwabe S, Jacobs D, Bialer M. Effect of
topiramate or carbamazepine on the pharmacokinetics of an oral contraceptive
containing norethindrone and ethinyl estradiol in healthy obese and nonobese female
subjects. Epilepsia. 2003;44(4):540-549. doi:10.1046/j.1528-1157.2003.55602.x
Gaffield ME, Culwell KR, Lee CR. The use of hormonal contraception among women
taking anticonvulsant therapy. Contraception. 2011;83(1):16-29. doi:10.1016/
j.contraception.2010.06.013

Sarayani A, Winterstein A, Cristofoletti R, Vozmediano V, Schmidt S, Brown J. Real-
world effect of a potential drug-drug interaction between topiramate and oral con-
traceptives on unintended pregnancy outcomes. Contraception. 2023;120:109953.
doi:10.1016/j.contraception.2023.109953

Lazorwitz A, Pena M, Sheeder J, Teal S. Effect of topiramate on serum etonogestrel
concentrations among contraceptive implant users. Obstet Gynecol. 2022;139(4):
579-587. doi:10.1097/A0G.0000000000004697

Trinchieri M, Perletti G, Magri V, Stamatiou K, Montanari E, Trinchieri A. Urinary
side effects of psychotropic drugs: a systematic review and metanalysis. Neurourology
and Urodynamics. 2021;40(6):1333-1348. doi:10.1002/nau.24695

Whelton PK, Carey RM, Aronow WS, et al. 2017 ACC/AHA/AAPA/ABC/ACPM/
AGS/APhA/ASH/ASPC/NMA/PCNA guideline for the prevention, detection,
evaluation, and management of high blood pressure in adults: executive summary:
a report of the American College of Cardiology/American Heart Association Task
Force on Clinical Practice Guidelines. Hypertension. 2018;71:1269-1324. doi:
10.1161/HYP.0000000000000066

Farag HM, Yunusa I, Goswami H, Sultan I, Doucette JA, Eguale T. Comparison of
amitriptyline and US Food and Drug Administration-approved treatments for
fibromyalgia: a systematic review and network meta-analysis. JAMA Netw Open. 2022;
5:€2212939. doi:10.1001/jamanetworkopen.2022.12939

Diener H-C, Tfelt-Hansen P, Dahléf C, et al. Topiramate in migraine
prophylaxis—results from a placebo-controlled trial with propranolol as an active
control. ] Neurol. 2004;251:943-950. doi:10.1007/s00415-004-0464-6

Stubberud A, Flaaen NM, McCrory DC, Pedersen SA, Linde M. Flunarizine as
prophylaxis for episodic migraine: a systematic review with meta-analysis. Pain. 2019;
160(4):762-772. doi:10.1097/j.pain.0000000000001456

Bigal ME, Lipton RB. Obesity is a risk factor for transformed migraine but not chronic tension-
type headache. Neurology. 2006;67(2):252-257. doi:10.1212/01:wnl.0000225052.35019.0
Brandes JL, Saper JR, Diamond M, et al. Topiramate for migraine prevention: a ran-
domized controlled trial. JAMA. 2004;291(8):965-973. doi:10.1001/jama.291.8.965
Silberstein SD, Neto W, Schmitt J, Jacobs D, MIGR-001 Study Group. Topiramate in
migraine prevention: results of a large controlled trial. Arch Neurol. 2004;61(4):
490-495. doi:10.1001/archneur.61.4.490

Neurology.org/N

€214881(11)

33.

34.

3S.

36.

37.

38.

39.

40.

41.

42.

43.

44.

4S.

46.

47.

48.

49.

50.

The International Classification of Headache Disorders. 8.2 Medication-overuse head-
ache (MOH). London, UK: International Headache Society; ichd-3.0org/8-headache-
attributed-to-a-substance-or-its-withdrawal /8-2-medication-overuse-headache-moh/
2018 (2018, September 8, 2025).

Carlsen LN, Munksgaard SB, Nielsen M, et al. Comparison of 3 treatment strategies
for medication overuse headache: a randomized clinical trial. JAMA Neurol. 2020;
77(9):1069-1078. doi:10.1001/jamaneurol.2020.1179

Tassorelli C, Jensen R, Allena M, et al. A consensus protocol for the management of
medication-overuse headache: evaluation in a multicentric, multinational study.
Cephalalgia. 2014;34(9):645-655. doi:10.1177/0333102414521508

Diener HC, Marmura MJ, Tepper SJ, et al. Efficacy, tolerability, and safety of epti-
nezumab in patients with a dual diagnosis of chronic migraine and medication-overuse
headache: subgroup analysis of PROMISE-2. Headache. 2021;61(1):125-136. doi:
10.1111/head.14036

Dodick DW, Doty EG, Aurora SK, et al. Medication overuse in a subgroup analysis
of phase 3 placebo-controlled studies of galcanezumab in the prevention of epi-
sodic and chronic migraine. Cephalalgia. 2021;41:340-352. doi:10.1177/
0333102420966658

Silberstein SD, Blumenfeld AM, Cady RK; et al. OnabotulinumtoxinA for treatment of
chronic migraine: PREEMPT 24-week pooled subgroup analysis of patients who had
acute headache medication overuse at baseline. | Neurol Sci. 2013;331(1-2):48-56.
doi:10.1016/j.jns.2013.05.003

Silberstein SD, Cohen JM, Seminerio MJ, Yang R, Ashina S, Katsarava Z. The impact
of fremanezumab on medication overuse in patients with chronic migraine: subgroup
analysis of the HALO CM study. ] Headache Pain. 2020;21(1):114. doi:10.1186/
s10194-020-01173-8

Tepper SJ, Diener HC, Ashina M, et al. Erenumab in chronic migraine with medi-
cation overuse: subgroup analysis of a randomized trial. Neurology. 2019;92(20):
€2309-€2320. doi:10.1212/WNL.0000000000007497

Silberstein SD, Lipton RB, Dodick DW, et al. Efficacy and safety of topiramate for the
treatment of chronic migraine: a randomized, double-blind, placebo-controlled trial.
Headache. 2007;47(2):170-180. doi:10.1111/j.1526-4610.2006.00684.x

Silberstein S, Lipton R, Dodick D, et al. Topiramate treatment of chronic migraine:
a randomized, placebo-controlled trial of quality of life and other efficacy measures.
Headache. 2009;49(8):1153-1162. doi:10.1111/j.1526-4610.2009.01508.x

Mei D, Ferraro D, Zelano G, et al. Topiramate and triptans revert chronic migraine
with medication overuse to episodic migraine. Clin Neuropharmacol. 2006;29(S):
269-275. doi:10.1097/01.WNF.000022888.49044.99

Diener HC, Bussone G, Van Oene JC, Lahaye M, Schwalen S, Goadsby PJ, TOP-
MAT-MIG-201TOP-CHROME Study Group. Topiramate reduces headache days in
chronic migraine: a randomized, double-blind, placebo-controlled study. Cephalalgia.
2007;27(7):814-823. doi:10.1111/§.1468-2982.2007.01326.x

Schwedt TJ, Hentz JG, Sahai-Srivastava S, et al. Patient-centered treatment of chronic
migraine with medication overuse: a prospective, randomized, pragmatic clinical trial.
Neurology. 2022;98(14):E1409-E1421. doi:10.1212/WNL.0000000000200117
Berman G, Croop R, Kudrow D, et al. Safety of rimegepant, an oral CGRP receptor
antagonist, plus CGRP monoclonal antibodies for migraine. Headache. 2020;60(8):
1734-1742. doi:10.1111/head.13930

Goldberg MR, Sciberras D, De Smet M, et al. Influence of beta-adrenoceptor
antagonists on the pharmacokinetics of rizatriptan, a S-HT'1B/1D agonist: differential
effects of propranolol, nadolol and metoprolol. Br ] Clin Pharmacol. 2001;52(1):
69-76. doi:10.1046/j.0306-5251.2001.01417 x

Gaul C, van Doorn C, Webering N, et al. Clinical outcome of a headache-specific
multidisciplinary treatment program and adherence to treatment recommendations in
a tertiary headache center: an observational study. ] Headache Pain. 2011;12(4):
475-483. doi:10.1007/s10194-011-0348-y

Diener HC, Agosti R, Allais G, et al. Cessation versus continuation of 6-month
migraine preventive therapy with topiramate (PROMPT): a randomised, double-
blind, placebo-controlled trial. Lancet Neurol. 2007;6(12):1054-1062. doi:10.1016/
S1474-4422(07)70272-7

Stauffer VL, Wang S, Voulgaropoulos M, Skljarevski V, Kovacik A, Aurora SK.
Effect of galcanezumab following treatment cessation in patients with migraine:
results from 2 randomized phase 3 trials. Headache. 2019;59(6):834-847. doi:
10.1111/head.13508

Neurology | Volume 107, Number 7 | October 13,2026

Copyright © 2026 American Academy of Neurology. Unauthorized reproduction of this article is prohibited.


https://ichd-3.org/8-headache-attributed-to-a-substance-or-its-withdrawal/8-2-medication-overuse-headache-moh/2018
https://ichd-3.org/8-headache-attributed-to-a-substance-or-its-withdrawal/8-2-medication-overuse-headache-moh/2018
https://ichd-3.org/8-headache-attributed-to-a-substance-or-its-withdrawal/8-2-medication-overuse-headache-moh/2018
http://neurology.org/n

