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Abstract
Objective: To provide a position statement update from The American Headache 
Society specifically regarding therapies targeting calcitonin gene-related peptide 
(CGRP) for the prevention of migraine.
Background: All migraine preventive therapies previously considered to be first-line 
treatments were developed for other indications and adopted later for migraine. 
Adherence to these therapies is often poor due to issues with efficacy and tolerabil-
ity. Multiple new migraine-specific therapies have been developed based on a broad 
foundation of pre-clinical and clinical evidence showing that CGRP plays a key role in 
the pathogenesis of migraine. These CGRP-targeting therapies have had a transfor-
mational impact on the management of migraine but are still not widely considered to 
be first-line approaches.
Methods: Evidence regarding migraine preventive therapies including primary and sec-
ondary endpoints from randomized placebo-controlled clinical trials, post hoc analyses 
and open-label extensions of these trials, and prospective and retrospective obser-
vational studies were collected from a variety of sources including PubMed, Google 
Scholar, and ClinicalTrials.gov. The results and conclusions based upon these results 
were reviewed and discussed by the Board of Directors of The American Headache 
Society to confirm consistency with clinical experience and to achieve consensus.
Results: The evidence for the efficacy, tolerability, and safety of CGRP-targeting mi-
graine preventive therapies (the monoclonal antibodies: erenumab, fremanezumab, 
galcanezumab, and eptinezumab, and the gepants: rimegepant and atogepant) is sub-
stantial, and vastly exceeds that for any other preventive treatment approach. The 
evidence remains consistent across different individual CGRP-targeting treatments 
and is corroborated by extensive “real-world” clinical experience. The data indicates 
that the efficacy and tolerability of CGRP-targeting therapies are equal to or greater 
than those of previous first-line therapies and that serious adverse events associated 
with CGRP-targeting therapies are rare.
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INTRODUC TION

Preventive therapy is a core principle in the treatment of migraine 
and its use is a measure of high-quality care. Preventive treatment 
is defined as an intervention to reduce migraine attack frequency, 
intensity, duration, and disability. Successful preventive therapy 
should also improve responsiveness to acute treatments, reduce 
overall costs attributed to migraine and its treatment, and improve 
quality of life. Preventive therapy is indicated in ~40% of patients 
with migraine, although only a minority of such patients are using 
such treatments, in part because of limitations with efficacy and tol-
erability for more longstanding, established therapies.1,2

The simple definition of a first-line treatment is one that is con-
sidered appropriate as an initial treatment for a specific indication. 
The practical definition includes comparison with other available 
treatments and the recommendation that certain treatments should 
be prioritized, and tried first before newer and potentially superior 
treatments are considered (often referred to as step care).

The medications previously considered to be first-line approaches 
for the prevention of migraine include some medicines from the classes 
of antihypertensives, antiseizure medications, antidepressants, and 
onabotulinumtoxinA specifically for chronic migraine (Table 1). In the 
revised recommendations in the present statement (Table 2), cande-
sartan is listed specifically as a first-line agent because of clinical trial 
evidence and “real-world” experience with this therapy.3

The available evidence and a wealth of clinical experience indi-
cate that legacy first-line treatments, particularly orally administered 
medications, may not be consistently effective, have concerns with 
tolerability and safety, and lack clear predictors of treatment re-
sponse that guide clinical decisions about which to try first. As these 
medications were all developed for indications other than migraine, 
the choice of which of these preventive treatments to implement 
is often based upon comorbidities, such as hypertension, insomnia, 
depression, and obesity, that may make a given treatment either in-
dicated or contraindicated. Multiple studies show that adherence to 
these therapies is poor, based in part on unsatisfactory tolerability, 
and, in part, on lack of efficacy.4–6 Further, it is not uncommon for 
individuals to give up on preventive therapy rather than switch to a 
different treatment after a first treatment has failed.5,7

The advent of migraine-specific preventive treatments over 
the last several years has led to multiple new therapeutic options. 
For migraine prevention, calcitonin gene-related peptide (CGRP)-
targeting therapies include the monoclonal antibodies (mAbs): 

erenumab, fremanezumab, galcanezumab, and eptinezumab, and 
the small-molecule CGRP receptor antagonists (gepants): rimegep-
ant and atogepant. As such, The American Headache Society (AHS) 
has provided iterative guidance for integrating these treatments into 
clinical practice based on the contemporaneous evidence and bur-
geoning clinical experience at the time.8,9

The previous AHS consensus statements on migraine treat-
ments recommended, based on the available evidence and clinical 
experience at the time, that an individual try at least two classes of 
previous first-line migraine medications for ≥8 weeks before being 
considered for CGRP-targeting therapy.8 In the case of chronic mi-
graine, the recommendation was that a trial of onabotulinumtoxinA 
could be an alternative to a trial of two classes of medications.

Since the time of that statement, substantial new evidence has 
been published regarding the efficacy, safety, and tolerability of CGRP-
targeting therapies for migraine prevention, adding to an already large 
body of evidence. These therapies include the mAbs erenumab, epti-
nezumab, fremanezumab, and galcanezumab, and the small molecules 
(“gepants”) rimegepant and atogepant. In addition, there has been ex-
tensive “real-world” experience with these CGRP-targeting therapies, 
some of which have been documented in publications and much that has 
amassed from clinical experience. As the stated goal of the prior AHS 
consensus statements was to provide iterative updates as evidence and 
experience accumulated, this updated position statement accounts for 
this evolution in the approach to migraine preventive therapy.

METHODS

The AHS Board of Directors recognized the need for this specific 
guidance based on the pre-specified criteria in prior AHS consensus 
statements for iterative updates addressing the integration of newer 
migraine treatments. After a series of discussions at AHS Town Halls 
and Membership meetings over 2022 to 2023, and discussions at 
Board of Directors meetings in September and November 2023, a 
task force of authors working on behalf of AHS was identified by the 
Executive Committee. Conflicts of interest for individual authors and 
the organization based upon its interactions with industry and role as 
an advocate for patients and clinicians were all considered. This update 
reviewed data about the efficacy, safety, and use of migraine treat-
ments since the previous AHS Consensus Statement was undertaken. 
A literature search included sources from PubMed, Google Scholar, and 
ClinicalTrials.gov. Evidence regarding migraine-preventive therapies 

Conclusion: The CGRP-targeting therapies should be considered as a first-line ap-
proach for migraine prevention along with previous first-line treatments without a 
requirement for prior failure of other classes of migraine preventive treatment.

K E Y W O R D S
calcitonin gene-related peptide-targeting therapies, CGRP, migraine, position statement, 
prevention
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including primary and secondary endpoints from randomized placebo-
controlled clinical trials, post hoc analysis and open-label extensions of 
these trials, and prospective and retrospective observational studies 

were collected with summarized results. These data and clinical experi-
ences were incorporated into a proposed update, followed by review 
and commentary by the AHS Board of Directors with final integration 
into this focused consensus statement update.

RESULTS

Development of CGRP-targeting therapies

There is a strong foundation of basic, preclinical, and clinical evi-
dence to support a key role of the neuropeptide CGRP in migraine. 
After having been identified in pre-clinical models as a potential me-
diator of migraine, seminal studies found that blood levels of CGRP 
are elevated during both migraine and cluster headache attacks, and 
that these elevated blood levels return toward baseline levels upon 

TA B L E  1  Indications for initiation of calcitonin gene-related 
peptide-targeting therapies for migraine in previous American 
Headache Society consensus statement.8

Use is appropriate when A, B, and either C, D, or E are met: 
A	 Prescribed by a licensed clinician
B	 Patient is at least 18 years of age
C	 Diagnosis of ICHD-3 migraine with or without aura (4–7 MMDs) 

and both of the following: 
a.	 Inability to tolerate (due to side-effects) or inadequate 

response to an 8-week trial at a dose established to be 
potentially effective of two or morea of the following:
1.	Topiramate
2.	Divalproex sodium/valproate sodium
3.	Beta-blocker: metoprolol, propranolol, timolol, atenolol, 

nadolol
4.	Tricyclic antidepressant: amitriptyline, nortriptyline
5.	Serotonin-norepinephrine reuptake inhibitor: venlafaxine, 

duloxetine
6.	Other Level A or B treatments (established efficacy 

or probably effective) according to AAN scheme for 
classification of evidence10

b.	 At least moderate disability (MIDAS score ≥11 or HIT-6 score 
>50

D	 Diagnosis of ICHD-3 migraine with or without aura (8–14 MMDs) 
and inability to tolerate (due to side-effects) or inadequate 
response to an 8-week trial of two or morea of the following: 
1.	Topiramate
2.	Divalproex sodium/valproate sodium
3.	Beta-blocker: metoprolol, propranolol, timolol, atenolol, 

nadolol
4.	Tricyclic antidepressant: amitriptyline, nortriptyline
5.	Serotonin-norepinephrine reuptake inhibitor: venlafaxine, 

duloxetine
6.	Other Level A or B treatments (established efficacy or 

probably effective) according to AAN scheme for classification 
of evidence

E	 Diagnosis of ICHD-3 chronic migraine and EITHER a or b: 
a.	 Inability to tolerate (due to side-effects) or inadequate 

response to an 8-week trial of two or morea of the following: 
1.	Topiramate
2.	Divalproex sodium/valproate sodium
3.	Beta-blocker: metoprolol, propranolol, timolol, atenolol, 

nadolol
4.	Tricyclic antidepressant: amitriptyline, nortriptyline
5.	Serotonin-norepinephrine reuptake inhibitor: venlafaxine, 

duloxetine
6.	Other Level A or B treatments (established efficacy 

or probably effective) according to AAN scheme for 
classification of evidence

b.	 Inability to tolerate or inadequate response to a minimum of 
two quarterly injections (6 months) of onabotulinumtoxinA

Abbreviations: AAN, American Academy of Neurology; HIT-6, six-
item Headache Impact Test; ICHD-3, International Classification of 
Headache Disorders, third edition; MHDs, monthly headache days; 
MIDAS, Migraine Disability Assessment.
Source: Ailani et al. [8].
aWith attestation by the prescribing clinician about medical risk, a trial 
of two established therapies may not be required before initiating 
treatment with a monoclonal antibody.

TA B L E  2  Updated recommendations for migraine prevention.

A	 Diagnosis of episodic migraine with or without aura (4–14 MMDs) 
based upon ICHD-3 with at least moderate disability (MIDAS 
score ≥11 or HIT-6 score >50). Treatments to consider include:
1.	Topiramate
2.	Divalproex sodium/valproate sodium
3.	Beta-blocker: metoprolol, propranolol, timolol, atenolol, 

nadolol
4.	Candesartan
5.	Tricyclic antidepressant: amitriptyline, nortriptyline
6.	Serotonin-norepinephrine reuptake inhibitor: venlafaxine, 

duloxetine
7.	 Other Level A or B treatments (established efficacy or 

probably effective) according to AAN scheme for classification 
of evidence

8.	Monoclonal antibodies targeting CGRP or its receptor 
including erenumab, fremenezumab, galcanezumab, or 
eptinezumab

9.	 Small-molecules targeting the CGRP receptor (“gepants”) 
including atogepant and rimegepant

B	 Diagnosis of chronic migraine with or without aura (≥15 MHDs) 
based upon ICHD-3. Treatments to consider include:

1.	Topiramate
2.	Divalproex sodium/valproate sodium
3.	Beta-blocker: metoprolol, propranolol, timolol, atenolol, 

nadolol
4.	Candesartan
5.	Tricyclic antidepressant: amitriptyline, nortriptyline
6.	Serotonin-norepinephrine reuptake inhibitor: venlafaxine, 

duloxetine
7.	 Other Level A or B treatments (established efficacy 

or probably effective) according to AAN scheme for 
classification of evidence

8.	OnabotulinumtoxinA
9.	 Monoclonal antibodies targeting CGRP or its receptor 

including erenumab, fremenezumab, galcanezumab, or 
eptinezumab

10.	Small-molecules targeting the CGRP receptor (“gepants”) 
including atogepant

Abbreviations: AAN, American Academy of Neurology; CGRP, 
calcitonin gene-related peptide; HIT-6, six-item Headache Impact 
Test; ICHD-3, International Classification of Headache Disorders, third 
edition; MMDs/MHDs, monthly migraine/headache days; MIDAS, 
Migraine Disability Assessment.
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effective treatment of the attacks.11 These findings led to the de-
velopment of small-molecule CGRP receptor antagonists (gepants) 
that were found to be effective in the acute treatment of migraine. 
Subsequent studies found that administration of CGRP could trigger 
migraine in susceptible individuals, further evidence for a causative 
role of CGRP in migraine pathophysiology.12,13

Clinical trial evidence regarding 
CGRP-targeting treatments

Pivotal clinical trials of CGRP-targeting preventive therapies have 
all shown statistically significant improvement in migraine (or 
headache) days for both episodic and chronic migraine in nearly all 
agents as summarized in our previous consensus statements. This 
evidence led to a US Food and Drug Administration (FDA) indica-
tion for the prevention of both episodic and chronic migraine for all 
agents. Rimegepant is only FDA approved for episodic migraine pre-
vention because its pivotal prevention study excluded participants 
with >18 monthly headache days, and no chronic migraine-specific 
preventive pivotal trial has been reported to date. These indications 
for both episodic and chronic migraine are unique to the class of 
CGRP-targeting migraine preventive therapies and are important in 
clinical practice where patients may spontaneously transition back 
and forth along the continuum of episodic and chronic migraine.14 
Grading of Recommendations, Assessment Development and 
Evaluation (GRADE) analysis of the pivotal trials substantiates that 
all mAbs targeting CGRP were superior to placebo for the primary 
endpoint of these trials; that is, the reduction in monthly migraine 
days for participants with episodic and chronic migraine.15

The trial endpoint of mean monthly migraine days, while an ob-
vious standard as a primary endpoint for trials of preventive thera-
pies, provides an incomplete picture of the potential benefit of these 
therapies. One issue with this endpoint is that because it averages 
over all participants in a trial, it may fail to identify exceptional re-
sponses in individual patients. Responder rates have therefore 
emerged as an important secondary efficacy endpoint that indicate 
the magnitude of efficacy in individual patients.13 Although this out-
come has been examined in some clinical trials,16,17 responder rates 
as a specified endpoint do not exist for many of the previous first-line 
migraine therapies. Other key secondary endpoints of the trials in-
clude reduced acute medication use18 and multiple patient-reported 
outcomes.19 All pivotal studies found the CGRP-targeting therapies 
to be well tolerated and safe, with very few serious adverse events 
reported. A prospective randomized head-to-head study of galca-
nezumab and rimegepant also showed that both were effective, 
safe, and well tolerated.20 These results have been borne out by 
long-term open-label extension studies (see below). Multiple meta-
analyses7,21–25 have been performed to evaluate the CGRP-targeting 
migraine preventive therapies. All confirm their efficacy, and some 
also confirm their safety and tolerability. There have been several 
trials that have examined the efficacy and tolerability of CGRP-
targeting preventive therapies in individuals for whom multiple 

previous therapies have failed.26–30 All of these studies, which have 
been corroborated by post hoc analysis in multiple other studies, 
have met their primary efficacy endpoint in this population which is 
considered “difficult to treat”. Post hoc analysis of randomized con-
trolled trial (RCT) data has also led to several other important obser-
vations. One such observation is that the CGRP-targeting therapies 
are effective for migraine prevention in individuals who have pre-
existing acute medication overuse and may therefore be particularly 
useful in this clinical setting.25,31–34 Open-label extensions of RCTs 
of CGRP-targeting migraine preventive therapies have shown good 
adherence to therapy, persistent efficacy and tolerability over time, 
and no emergent serious adverse effects across the class of medica-
tions.35–38 Finally, such studies also show no differences in efficacy 
or adverse effects among individuals with migraine with aura who 
may have a slightly higher inherent risk for vascular events.

Of all the previous first-line migraine preventive therapies, the 
greatest amount of evidence for efficacy exists for topiramate. 
Indirect comparison of results of studies for topiramate with those 
of CGRP-targeting therapies suggested similar efficacy.7 A head-
to-head study of erenumab vs. topiramate found that adherence 
to erenumab was significantly better than adherence to topiramate 
(primary endpoint), and found as a secondary endpoint that the effi-
cacy of erenumab was statistically superior to that of topiramate.39

“Real-world” studies

A remarkable number of studies have been performed whose aim is 
to describe “real-world” experience with the CGRP-targeting thera-
pies.40 These include both prospective and retrospective studies in 
centers around the world. Although the evidence provided by these 
studies is not considered to be of the same quality as RCTs, they are 
very useful in that they generally confirm the results of the RCTs re-
garding efficacy, tolerability, and safety, and they do so within a wide 
variety of international cohorts, often over longer time periods.40 
Although not consistently identified as significant issues within the 
clinical trials,35,41 safety issues that have been identified based on 
“real-world” experience include constipation and hypertension (both 
primarily for erenumab) and Raynaud's phenomenon;42–46 however, 
it appears very uncommon for these or other adverse events to ne-
cessitate discontinuation of therapy. Given the active surveillance 
for adverse events internationally, there is a high level of confidence 
that any adverse events that emerge with long-term use will be iden-
tified rapidly.

Experience of the AHS

The published clinical trial and observational studies described above 
are consistent with the substantial unpublished clinical experience 
of the authors and the Board of Directors of the AHS. The consensus 
of this group on behalf of the AHS is that the CGRP-targeting thera-
pies for prevention of migraine have had a transformational effect 

 15264610, 2024, 4, D
ow

nloaded from
 https://headachejournal.onlinelibrary.w

iley.com
/doi/10.1111/head.14692, W

iley O
nline L

ibrary on [06/02/2025]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense



    | 337HEADACHE

on our ability to improve the lives of those with migraine, a primary 
mission of the AHS.

DISCUSSION

The evidence supporting the efficacy, tolerability, and safety of 
CGRP-targeting therapies for migraine prevention is substantial in 
its volume, scope, and quality. In addition to the standard endpoint 
of migraine or headache days, the efficacy and tolerability of these 
therapies is substantiated by several other important endpoints 
including responder rates, acute medication use, persistence with 
treatment, disability measures, patient global impression of change, 
and others. After >10 years of experience with these treatments in 
clinical trials, and experience in clinical practice since 2018, it is clear 
that these therapies are generally well tolerated with uncommon se-
rious adverse events. Many “real-world” studies confirm the results 
of the RCTs in a variety of international populations. Based on this 
evidence and extensive clinical experience, CGRP-targeting thera-
pies have rapidly become an indispensable option for the prevention 
of migraine.

Practical issues

Comorbid conditions

Comorbid conditions such as hypertension, tachycardia, insomnia, 
obesity, anxiety, depression, and epilepsy are obvious considera-
tions in initiation or continuation of preventive therapies, particu-
larly for individuals with these conditions for whom treatment with 
previous first-line therapies that also treat these comorbid condi-
tions may be the most efficient approach. Conversely, these and 
other comorbid conditions or normal phenotypic variations (e.g., 
hypotension, bradycardia, daytime somnolence) may predispose 
to adverse effects from preventive therapies. These issues are not 
typically considered in RCTs or even observational studies but are 
fundamentally important issues in clinical practice. In many migraine 
clinical trials, participants with comorbid conditions are excluded,47 
such that “real-world” data and experience is essential to guide 
decision-making regarding patients with comorbid health issues. 
CGRP-targeting therapies represent a generally well-tolerated op-
tion that does not have the same contraindications as those associ-
ated with other established preventive treatments.

Medication switching

When a migraine preventive medication of any class is deemed to be 
effective and well tolerated by provider and patient, it is inappropri-
ate to switch a patient from one agent to another except in situations 
where there are issues with safety. Even switching from one medica-
tion that is effective to another in the same class is associated with 

the risk of reduced efficacy or new adverse effects, so this practice 
is strongly discouraged.

Adherence

A consistent finding across all the studies of CGRP-targeting thera-
pies for migraine prevention has been a very low drop-out rate. This 
finding is an indicator of adherence, which in turn is an indicator of 
both efficacy and tolerability.48,49 There are potential significant 
consequences to step therapy that delays initiation of the most ap-
propriate treatment for an individual patient. Lack of efficacy and 
tolerability of treatments initially tried with a step care approach 
may cause individuals to “give up” and not try other appropriate 
preventive treatments due to frustration and nihilism. In addition, 
if patients are overusing acute medication, this pattern may become 
further entrenched, resulting in long-term changes in brain structure 
and function that may make effective treatment more challenging.31

Long-term safety

As with any new class of therapy, it is important to be vigilant about 
the emergence of long-term adverse effects that were not identified 
in initial clinical trials. Although the CGRP-targeting therapies have 
been in clinical use for 5 years, and studied in trials for several years 
before approval, ongoing attention to adverse effects is clearly war-
ranted. The increasing use of these therapies worldwide, and the 
intense scrutiny that these therapies have received in “real-world” 
studies, increases the confidence that any adverse effects that might 
emerge will be identified rapidly, allowing them to be assessed and 
addressed appropriately.

Additional populations

When newer treatments are developed, clinical trials commonly re-
strict the population that is evaluated. This restriction is then used to 
limit the use of the medications in populations that were excluded. 
Common reasons for exclusion include incomplete alignment with 
rigid diagnostic requirements, age limitations, headache frequency 
limitations, use of concomitant treatments, the presence of comor-
bid conditions, women who are pregnant or nursing, and limited in-
clusion of under-represented individuals. Limiting the availability of 
effective treatments by classifying them as second or third line, or 
in some cases excluding them completely, has the potential to exac-
erbate migraine in individuals already subject to care inequity, pro-
longing disability, and reducing therapeutic outcomes. As migraine is 
a disease of all ages it is important to address issues of therapy for 
children and adolescents, a population that is commonly excluded in 
clinical trials. There is no reason to believe that CGRP-targeting ther-
apies are less effective in youth based on what is known about the 
developmental physiology of the CGRP-signaling system.50 While 
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clinical experience with off-label use of these therapies in children 
and adolescents indicates that they are effective, at this stage there 
is limited clinical trial evidence or “real-world” evidence regarding 
the efficacy, tolerability, and safety of CGRP-targeting therapies in 
children and adolescents. Multiple studies in this population are on-
going. While awaiting the results of these studies, moving therapies 
that are effective and well-tolerated to a position that is earlier in the 
therapeutic hierarchy has the potential for expanded “real-world” 
experience in youth and other populations that are not well repre-
sented in clinical trials.

Access to treatment

When a treatment is not first line and may require trials of alternate 
treatments before initiation, there is an increased burden to both 
patients and providers. This may include elevated costs (burden-
ing the patient) and prior authorization (burdening the prescriber). 
Additionally, delays or denials of approval can be expected to reduce 
response and outcome. There is evidence that suggests that a delay 
in effective preventive treatment may result in the disorder becom-
ing more refractory.49 Furthermore, this limitation of access has in-
creased the burden on those patients with reduced resources who 
are the most at-risk patients, including under-represented medical 
minorities. Moving the CGRP-targeting preventive treatments to the 
first line should be expected to reduce these barriers to treatment 
and have overall improved outcomes.

Cost

As with any therapy for any disorder, economic considerations are 
an obvious factor in clinical decision-making regarding migraine 
treatment. Determining the “cost/benefit” relationship of a new 
treatment for migraine relative to established treatments may be 
particularly challenging for a variety of reasons. The cost per dose 
of a preventive medication is only one element of the cost of man-
aging migraine in a given individual.51 Other costs to insurers and 
health systems include those associated with acute treatment, over-
all healthcare utilization, and the potential expense of complications 
including medication overuse. For patients, the personal and socio-
economic costs of migraine can be devastating in terms of lost educa-
tion, productivity, income, and interpersonal relationships. Although 
not commonly considered in economic analysis, adverse effects can 
also be viewed as a significant cost for the patient. There is a pau-
city of data regarding these costs for previous first-line treatments, 
which makes comparison difficult.52 For example, there is evidence 
that CGRP-targeting preventive therapies reduce acute medica-
tion use that may represent a significant cost savings18,53; similar 
evidence does not exist for previous first-line preventive therapies. 
Apart from savings related to acute medication use, CGRP-targeting 
preventive therapies have been reported to generate several other 
types of health economic and socioeconomic benefits that may 

offset the direct costs of the treatments, and these benefits may 
accrue over time.54–56

Acknowledging these potential benefits, we recognize that the 
CGRP-targeting preventive therapies are significantly more expen-
sive on a yearly basis than most of the previously established thera-
pies, and some argue that this expense is a primary consideration in 
clinical decision-making. It is not our intention to justify the cost of 
the CGRP-targeting preventive therapies, and the AHS continues to 
encourage approaches to lowering costs of treatments of all kinds.57 
On the other hand, we argue that it is critically important to consider 
not only the direct cost of the treatment but also the substantial 
costs to the individual and society if effective treatment is delayed.

It is clear that if cost were not a primary consideration, there 
would be no controversy regarding the legitimate place for CGRP-
targeting therapies as a first-line option for migraine prevention 
given their established safety, efficacy, and years of integration into 
practice. While some head-to-head evidence and substantial “real-
world” experience indicates that CGRP-targeting therapies may be 
a superior option for a significant number of patients, further evi-
dence and experience are needed to conclude that CGRP-targeting 
therapies are the first-line therapy, as opposed to a first-line therapy 
option, as is the position of this updated consensus statement from 
the AHS. This statement is consistent with guidelines published by 
other international organizations.58

SUMMARY

The basis for this focused AHS position statement is:

1.	 There is solid human evidence that establishes CGRP as a 
fundamental mechanism of migraine and therefore establishes 
CGRP-targeting therapies as “migraine-specific” in contrast to 
all the other established therapies.

2.	 The cumulative evidence for the efficacy, safety, and tolerability 
of CGRP-targeting therapies is significantly greater than that for 
any established migraine preventive therapy. The remarkable tol-
erability of the CGRP-targeting therapies is a particularly positive 
feature.

3.	 Nearly all CGRP-targeting therapies are FDA-approved for the 
preventive treatment of both episodic and chronic migraine, 
which simplifies decision-making in patients who may sponta-
neously transition back and forth between episodic and chronic 
migraine.

4.	 There are multiple categories of evidence supporting the use of 
CGRP-targeting therapies that do not exist for other migraine pre-
ventive therapies, including: responder rates, efficacy in patients 
with multiple prior treatment failures, efficacy in those with acute 
medication overuse, and those who do and do not have aura.

5.	 There is one head-to-head study demonstrating the superiority 
of a CGRP-targeting therapy (erenumab) over an established mi-
graine preventive therapy (topiramate). In addition, multiple stud-
ies indicating the efficacy of CGRP-targeting migraine preventive 
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therapies in those who have previously failed multiple other es-
tablished treatments provide indirect evidence of the superiority 
of CGRP-targeting therapies for some patients.

6.	 Acknowledging CGRP-targeting therapies as first-line approaches 
will increase the likelihood that their efficacy and safety will be 
more thoroughly evaluated in understudied populations, particu-
larly youth.

7.	 Cost considerations regarding migraine therapies should include 
not only the direct cost of the treatments, but also the indirect 
costs of healthcare utilization and acute therapies, as well as so-
cioeconomic costs for those who are disabled by the disease.

POSITION STATEMENT

The CGRP-targeting migraine therapies are a first-line option for mi-
graine prevention. Initiation of these therapies should not require 
trial and failure of non-specific migraine preventive medication 
approaches.
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