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Abstract

Objective: To examine changes in the occurrence, severity, and symptoms of headache episodes in patients with
chronic migraine following eptinezumab treatment.

Methods: PROMISE-2 was a double-blind, placebo-controlled, parallel-group trial that randomized adults with chronic
migraine to eptinezumab 100 mg, 300 mg, or placebo IV every 12 weeks for up to 24 weeks (2 infusions). Headache
episodes (migraine and non-migraine) and their characteristics were reported in daily electronic diaries during the
28-day baseline and throughout the 24-week treatment period.

Results: A total of 1072 patients were included in this post hoc analysis. Mean monthly headache days decreased by 8.9
(100 mg) and 9.7 (300 mg) compared to a 7.3 decrease in placebo over the first 4-week interval post initial dose and
reductions were maintained throughout the 24-week treatment period. Mean monthly headache episodes also
decreased by 8.4 (100 mg) and 9.0 (300 mg) compared to a decrease of 7.| with placebo. The proportion of headache
episodes that were migraine attacks decreased by 11.2% (100 mg), 12.4% (300 mg), and 3.9% (placebo), and among
remaining headaches decreases in severe pain, nausea, phonophobia, photophobia, and physical activity limitations were
numerically greater than placebo.

Conclusions: Patients with chronic migraine treated with eptinezumab decreased the monthly severity and frequency
of headache days and episodes more than placebo. Beyond decreased headache frequency, patients treated with
eptinezumab reported a reduction in the percent of remaining headache episodes that were migraine attacks, as well
as a decrease in burdensome symptoms of headache episodes, indicating additional decreased headache severity after
eptinezumab treatment.

Trial registration: ClinicalTrials.gov Identifier: NCT02974153; registered November 23, 2016.
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Introduction . _ N o
criteria for migraine (3). Disability, comorbidity, and

Neurological disorders are one of the leading causes of  costs associated with CM are signiﬁcantly greater in
disability-adjusted life years, contributing 276 million CM than those associated with episodic migraine
globally in 2016, with migraine one of the largest neu-
rological contributors at 16.3% (1). Migraine, in gen-

eral, is highly burdensome due to high prevalence
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(EM). In the longitudinal CaMEO survey (4,5), indi-
viduals with CM were 2-3 times more likely than those
with EM to indicate that headaches interfered with
their careers and/or finances, relationships, and care-
taking responsibilities, and were significantly less likely
to report very good or excellent overall health.

Migraine commonly presents as a moderate to
severe headache that is unilateral and throbbing in
nature, generally lasting between 4 and 72 hours, and
is associated with nausea/vomiting and/or photopho-
bia and phonophobia (3). In addition to these defining
symptoms of migraine, patients may also experience
sensory disturbances (aura), cognitive symptoms
(fatigue, lethargy, difficulty concentrating), changes in
mood (depression, anxiety, stress), and autonomic
symptoms (excessive lacrimation, facial flushing, eye
reddening) before, during, and/or after the headache
pain phase of a migraine attack (6). Most, but not
all, patients report these various symptoms during the
premonitory phase (ranging from 14-88% of patients)
(7), which adds significantly to the burden associated
with migraine (7,8) and is associated with a consider-
able reduction in patient quality of life (9—11).

Eptinezumab is a calcitonin gene-related peptide
(CGRP) antagonist approved for the preventive treat-
ment of migraine, with infusions once every 12 weeks
(12). In the PROMISE-2 clinical study, eptinezumab
significantly reduced migraine frequency when admin-
istered to patients with CM, with a rapid onset of sus-
tained preventive efficacy demonstrated in the 24 hours
after dosing and with benefits of treatment maintained
throughout the 6-month (2-dose) trial (13-195).
Eptinezumab treatment was also associated with great-
er reductions in acute medication use and improve-
ments in patient-reported outcome measures of daily
functioning, including greater reduction in severe
headache-related life impact (6-item Headache Impact
Test [HIT-6]) and greater improvements in patient-
identified most bothersome symptom (patient-
identified MBS) and overall health (Patient Global
Impression of Change) compared with placebo (14).
This post hoc analysis of PROMISE-2 examined
changes in the occurrence, severity, and symptoms
associated with headache episodes in patients with
CM following eptinezumab treatment.

Methods

The full methodology of PROMISE-2 has been previ-
ously published (13,14); the key elements are reviewed
here. PROMISE-2 (NCT02974153) was a randomized,
double-blind, placebo-controlled, parallel-group trial
that evaluated the preventive efficacy, tolerability,
and safety of eptinezumab in adults with CM (13,14).
The independent ethics committee or institutional

review board for each study site approved the study.
The study was conducted in accordance with the
standards of Good Clinical Practice as defined
by International Conference on Harmonisation
of Technical Requirements for Registration of
Pharmaceuticals for Human Use guidelines, the princi-
ples of the Declaration of Helsinki, and all applicable
national and local regulations. All patients provided
written informed consent prior to participation in the
trial. Chronic migraine was defined using Section 1.3 of
the International Classification for Headache
Disorders (ICHD) beta version (16). Eligible patients
were randomized to receive eptinezumab 100mg,
300mg, or placebo IV every 12 weeks for up to
2 doses (24 weeks of treatment).

Patients completed a daily electronic diary (eDiary)
from the time of screening through Week 24 that cap-
tured the incidence, categorization, characteristics,
and/or severity of headache and acute headache medi-
cation use. Patients could record in their daily eDiary
entry any headache episode that started that day or the
day prior but were unable to record a headache episode
that started before that time (i.e. recall was limited to 1
day). Missing eDiary data was balanced across treat-
ment groups across the study; the baseline rate was
2.08% and 18.67% at month 6. Headache data were
entered into the eDiary in the order they occurred, and,
after the resolution of a headache, the patient answered
questions about the headache that allowed it to be clas-
sified as a migraine or non-migraine headache.

Migraine is a subset of headache. Per ICHD guide-
lines, migraine attacks were defined by the following
characteristics to separate them from non-migraine
headache episodes: 1) lasted 4 hours or more; or from
30 minutes to 4 hours with the migraine being relieved
by medication; 2) had at least 2 of the following symp-
toms: unilateral location, pulsating quality, moderate
or severe pain intensity, or aggravation by or causing
avoidance of routine physical activity; 3) had at least 1
of the following: nausea and/or vomiting, photophobia
and phonophobia. In accordance with guidelines, the
headache characteristics assessed were aura, nausea,
vomiting, photophobia, phonophobia, pulsations, uni-
lateral location, aggravated by or caused avoidance of
physical activity, and moderate or severe pain.
Headache severity was collected on a scale categorizing
the pain as mild, moderate, or severe. A notable limi-
tation in defining migraine days in randomized clinical
trials (RCT) is the impact acute medication may have
on reported migraine symptomatology.

Outcomes included the incidence of monthly
headache days (MHDs) and monthly headache epi-
sodes—which include both migraine and headache
events—and changes in the characteristics and
classification of headache episodes before versus after
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treatment. A headache episode or migraine attack was
defined as a single continuous headache event, which
lasted at least 30 minutes and could continue for more
than 1 day, with migraine attack having specific fea-
tures as detailed above. One headache episode or
migraine attack may have resulted in multiple headache
or migraine days, respectively. A headache day was
defined as any study day during which the symptoms
of headache were present.

The number of headache days per headache episode
within a 4-week interval was used to determine the
MHD and monthly headache episode frequency. The
change from baseline was calculated as the difference in
frequency between baseline and these headache counts
within these 4-week intervals. The 12-week change
from baseline was the difference in the frequency
between baseline and the average of the included
4-week intervals. All outcomes in this post hoc analysis
were summarized using descriptive statistics, such as
means and percentages. For changes from baseline in
MHDs and monthly headache episodes, an analysis of
covariance model identical to the model used for the
primary endpoint for this study was used to test for a
difference between treatment arms. This model includ-
ed the change from baseline measure as the response
variable and included treatment and variables measur-
ing the stratification factors concepts, baseline
migraine days (continuous covariate), and prophylactic
medication use (binary covariate: use versus no use)
were the independent variables. All analyses were con-
ducted with SAS software (SAS Institute, Inc, Cary,
NC) version 9.2 or higher.

Results

Study population

A total of 1072 patients with CM (eptinezumab 100 mg,
n=2356; eptinezumab 300mg, n=2350; placebo,
n=2366) received treatment in PROMISE-2 and were

included in this analysis (Table 1). The mean age of
study participants was 40.5 years; patients were pre-
dominantly white (91.0%) and female (88.2%).

Changes in headache occurrence

As reported during the screening period, mean MHDs
at baseline were 20.4, 20.4, and 20.6 with eptinezumab
100 mg, 300 mg, and placebo, respectively, where 25.5—
26.7% of baseline headache episodes were non-
migraine. Over the entire study period (Weeks 1-24),
mean MHDs decreased to 11.5 (eptinezumab 100 mg),
10.8 (eptinezumab 300 mg), and 13.3 (placebo), repre-
senting changes of —8.9, —9.7, and —7.3 days, respective-
ly. These reductions in MHDs were evident during the
first 4-week interval following the initial dose and were
maintained throughout the 6-month study period
(Figure 1). Mean reductions in MHDs in the patients
treated with eptinezumab were greater than reductions
in those receiving placebo for all 4-week intervals
(Weeks 1-4: 100mg: —2.0 days, 95% Confidence
Intervals [CI]: —3.0, —1.1; 300mg: —2.8 days; CI:
—3.9, —1.9; Weeks 5-8: 100mg: —2.0 days, CI: —3.0,
—1.0; 300 mg: —2.3 days, CI: —3.4, —1.2; Weeks 9-12:
100 mg: —1.8 days, CI: —2.9, —0.8; 300mg: —2.3, CI:
—3.4, —1.2; Weeks 13-16: 100 mg: —2.5 days, CI: —3.7,
—1.4; 300mg: —3.3 days, CI: —4.4, —2.1; Weeks 17-20:
100 mg: —1.5 days, CI: —2.6, —0.4; 300 mg: —2.5 days,
CI: —3.6, —1.4; Weeks 21-24: 100mg: —1.0 days, CI:
—2.1, 0.18; 300 mg: —2.0 days, CI: —3.1, —0.8), with
most treatment differences significant (P < 0.05).
Mean monthly headache episodes, at baseline were
16.7, 16.8, and 16.2 with eptinezumab 100 mg, 300 mg,
and placebo, respectively. Over Weeks 1-24, mean
monthly headache episodes decreased to 8.2 (eptinezu-
mab 100mg), 7.7 (eptinezumab 300 mg), and 9.0 (pla-
cebo), representing changes of —8.4, —9.0, and —7.1
episodes, respectively. Reductions in the eptinezumab
treatment groups were greater than the reductions in
the placebo group for all 4-week intervals (Figure 2)

Table |I. Demographics and baseline clinical characteristics.

Eptinezumab 100 mg Eptinezumab 300 mg Placebo
(n=356) (n=350) (n=366)
Mean (SD) age, y 41.0 (11.7) 41.0 (10.4) 39.6 (11.3)
Sex, % female 86.2 89.7 88.8
Race, %
White 93.3 92.0 87.7
Black or African American 5.9 6.6 10.4
Asian <l <l <l
Other <l 1.1 1.4
Mean (SD) headache days 204 (3.1) 204 (3.2) 20.6 (3.0)
Mean (SD) headache episodes 16.7 (6.3) 16.8 (6.1) 16.2 (5.9)

SD, standard deviation.
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Figure 1. Mean monthly headache days (MHDs), by 4-week interval.
*P < 0.05, ¥P < 0.01, ¥*P < 0.001 vs placebo (color-coded by dose).
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Figure 2. Mean change from baseline in monthly headache episodes (MHEs), by 4-week interval.
*P < 0.05, ¥P < 0.01, ¥**P < 0.001 vs placebo (color-coded by dose).

(P <0.05), except between the eptinezumab 100 mg and
placebo groups for Weeks 21-24.

Changes in headache characteristics

At baseline, patients reported that 73.3-74.5% of base-
line headache episodes were migraine rather than non-
migraine headache episodes, 36.3-38.5% included
severe pain, 58.1-61.0% included nausea, 73.5-75.0%
included phonophobia, and 76.7-78.1% included pho-
tophobia (Figure 3A). Across Weeks 1-24, the percent-
age of headache episodes that were migraine decreased

to 63.3% (eptinezumab 100mg; change, —11.2%),
61.4% (eptinezumab 300mg; change, —12.4%), and
69.4% (placebo; change, -3.9%) on average.
Numerically greater decreases from baseline in the
mean percent of headache episodes with severe pain,
nausea, phonophobia, photophobia, and physical
activity limitations were also noted for patients treated
with eptinezumab compared to patients who received
placebo (Figure 3B). Most patients continued to use
acute medications when they had headaches, with the
percentage of episodes during which acute headache
medications were used declining by 0.3% with
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Figure 3. Average headache episode characteristics of patients in PROMISE-2: (a) at baseline and (b) mean change from baseline over

Weeks 1-24.

eptinezumab 100mg and 4.1% with eptinezumab
300mg and increasing by 1.9% with placebo.

Discussion

This post hoc analysis in the changes of the occurrence,
severity, and symptoms of headache episodes in
patients with CM treated with eptinezumab or placebo
in the PROMISE-2 study suggests that eptinezumab
not only robustly reduces migraine and headache fre-
quency in a sustained way, but the remaining headache
episodes showed lower severity and burdensome fea-
tures (i.e. severe pain, photophobia, phonophobia,
nausea, and limited physical activity). This suggests
that eptinezumab, beyond reduction in the frequency,
also reduces headache severity. This is in line with

findings from the RELIEF study, in which patients
eligible for preventive migraine treatment were treated
with eptinezumab during a migraine attack. There,
patients reported shorter time to headache pain free-
dom, pain relief, and absence of most bothersome
symptom (of nausea/vomiting, photophobia, and pho-
nophobia) compared with those receiving placebo (17).
Reductions in headache pain and other associated
symptoms should reduce the impact of headaches on
daily life, and likely was related to the 47.2% reduction
in the percentage of patients reporting severe impact
(HIT-6 total score >60) following 2 doses of eptinezu-
mab in PROMISE-2 (14). In addition, 59.6% of
patients in PROMISE-2 treated with eptinezumab
reported an improvement in their patient-identified
MBS (which included symptoms beyond migraine
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diagnostic symptoms of nausea, photophobia, and
phonophobia) at week 24, compared to 39.3% of
patients reporting improvement in placebo (14,18).
Similarly, 61.5% of patients treated with eptinezumab
reported an improvement in their Patient Global
Impression of Change scores, which measured
patient-perceived improvements in disease status, com-
pared to 40.9% of patients for placebo (14). Finally, in
the follow-up, long-term PREVAIL study of eptinezu-
mab in patients with chronic migraine, impact on
Migraine Disability Assessment scores, which quanti-
fied migraine-related disability in patients’ daily lives,
indicated that the majority of patients (~60%)
reported little or no disability or mild disability from
week 12 to week 104 of assessment (19).

These findings, which focused on the overall burden
of headache, are consistent with previously published
post hoc analyses of other anti-CGRP monoclonal
antibodies (fremanezumab and galcanezumab) that
narrowly focus on migraine alone. In previous analy-
ses, observed benefits among patients with CM includ-
ed reductions in the severity of remaining migraine
headache days (fremanezumab, over 3 months; galca-
nezumab, beginning at month 1), the number of
remaining migraine headache days with nausea/vomit-
ing (galcanezumab), and total pain burden (galcanezu-
mab, severity-weighted duration beginning at
month 1]) (20-22).

Although overall acute headache medication use
declined with eptinezumab therapy in PROMISE-2—
likely due to reduced migraine and headache frequen-
cy—the results of the current analysis indicate that the

majority of patients continued to use acute headache
medications when headaches occurred. Changes in
acute medication type, dose level, and duration were
not examined further, and our analysis did not account
for headache occurring over multiple days. One arca
for future research is the evaluation of changes in the
efficacy of acute medication when used concomitantly
with eptinezumab. Because acute headache medication
use is not without potential complications (e.g. side
effects, overuse) (23), this is an area deserving of fur-
ther investigation. In addition, this was a post hoc anal-
ysis; thus, additional prospectively designed trials will
be needed to confirm these findings. Because certain
patient populations were excluded, such as patients
with BMI >39 kg/m? at screening or with cardiovascu-
lar, neurologic, or hypertensive disorders that may pre-
sent in a clinic setting, the ability to generalize these
results to all adults with chronic migraine is limited. In
future studies, it may be useful to identify which
migraine and headache symptoms have the most
impact on daily life.

Conclusions

Chronic migraine patients treated with eptinezumab
decreased the monthly frequency of headache days
and episodes more than placebo. In addition, patients
treated with eptinezumab reported a reduction in the
percent of remaining headache episodes that were
migraine attacks, as well as a decrease in the severity
and burdensome symptoms of headache episodes
across the 24-week treatment period.

Key findings

ment period.

e Patients with chronic migraine in the PROMISE-2 study treated with 100 mg or 300 mg of eptinezumab
reported decreased monthly severity and frequency of headache days and episodes compared with placebo.
e Patients treated with eptinezumab reduced the percentage of headache episodes reported as migraine
attacks and reported a decrease in burdensome symptoms of headache episodes across the 24-week treat-

Abbreviations

CGRP: calcitonin gene-related peptide; CM: chronic
migraine; EM: episodic migraine; HIT-6: 6-item
Headache Impact Test; ICHD: International
Classification for Headache Disorders; IV: intravenous-
ly; MBS: most bothersome symptom; MHDs: monthly
headache days; MHEs: monthly headache episodes.

Author contributions

JH was responsible for the statistical analysis. All authors
had a major role in the acquisition, analysis or interpretation

of data; reviewed and provided critical revision of all manu-
script drafts for important intellectual content; and read and
approved the final manuscript for submission.

Acknowledgements

Assistance with manuscript preparation was provided by
Mary Tom, PharmD, and Nicole Coolbaugh, CMPP, of
The Medicine Group, LLC (New Hope, PA, USA) for pro-
viding medical writing support, which was funded by H
Lundbeck A/S (Copenhagen, Denmark) in accordance with
Good Publication Practice guidelines.



MCcAllister et al.

1011

Declaration of conflicting interests

The authors declared the following potential conflicts of
interest with respect to the research, authorship, and/or pub-
lication of this article:

PM has received personal fees and research support from
AbbVie, Amgen/Novartis, Biohaven, Eli Lilly, Lundbeck,
and Teva; consulting fees from Aeon; Speakers Bureau fees
from AbbVie, Biohaven, Eli Lilly, Lundbeck, and Teva; and
has received stock or an ownership interest from Precept.
DK has received personal compensation for serving on a
Scientific Advisory or Data Safety Monitoring board for
Amgen, Biohaven, Eli Lilly, Lundbeck, and Novartis; and
Speakers Bureau fees from Allergan, Amgen, Biohaven, Eli
Lilly, Lundbeck, and Teva.

RC was an employee of Lundbeck or one of its subsidiary
companies at the time of study and manuscript development.
AE is an employee of H Lundbeck A/S.

JH is an employee of Pacific Northwest Statistical
Consulting, Inc., and a contracted service provider of biosta-
tistical resources for H Lundbeck A/S.

Funding

The authors disclosed receipt of the following financial sup-
port for the research, authorship, and/or publication of this
article: The clinical trial was funded by Lundbeck Seattle
BioPharmaceuticals, Inc., Bothell, WA, USA. The publica-
tion was supported by H Lundbeck A/S, Copenhagen,
Denmark.

Data availability

In accordance with EFPIA’s and PhRMA’s Principles for
Responsible Clinical Trial Data Sharing guidelines,
Lundbeck is committed to responsible sharing of clinical
trial data in a manner that is consistent with safeguarding
the privacy of patients, respecting the integrity of national
regulatory systems, and protecting the intellectual property
of the sponsor. The protection of intellectual property ensures
continued research and innovation in the pharmaceutical
industry. Deidentified data are available to those whose
request has been reviewed and approved through an applica-
tion submitted to https://www.lundbeck.com/global/our-sci
ence/clinical-data-sharing

References

1. GBD 2016 Disease and Injury Incidence and Prevalence
Collaborators. Global, regional, and national incidence,
prevalence, and years lived with disability for 328 diseases
and injuries for 195 countries, 1990-2016: a systematic
analysis for the Global Burden of Disease Study 2016.
Lancet 2017; 390: 1211-1259.

2. Leonardi M and Raggi A. A narrative review on the
burden of migraine: when the burden is the impact on
people’s life. J Headache Pain 2019; 20: 41.

3. Headache Classification Committee of the International
Headache Society (IHS). The International Classification
of Headache Disorders, 3rd edition. Cephalalgia 2018; 38:
1-211.

10.

11.

12.

13.

14.

15.

16.

17.

18.

. Autret

. Adams AM, Serrano D, Buse DC, et al. The impact of

chronic migraine: The Chronic Migraine Epidemiology
and Outcomes (CaMEO) Study methods and baseline
results. Cephalalgia 2015; 35: 563-578.

. Buse DC, Fanning KM, Reed ML, et al. Life with

migraine: effects on relationships, career, and finances

from the Chronic Migraine Epidemiology and
Outcomes (CaMEO) Study. Headache 2019; 59:
1286—-1299.

. Silberstein SD. Considerations for management of

migraine symptoms in the primary care
Postgrad Med 2016; 128: 523-537.

setting.

. Karsan N and Goadsby PJ. Biological insights from the

premonitory symptoms of migraine. Nat Rev Neurol
2018; 14: 699-710.

. Giffin NJ, Ruggiero L, Lipton RB, et al. Premonitory

symptoms in migraine: an electronic diary study.
Neurology 2003; 60: 935-940.

A, Roux S, Rimbaux-Lepage S, et al.
Psychopathology and quality of life burden in chronic
daily headache: influence of migraine symptoms.
J Headache Pain 2010; 11: 247-253.

Smitherman TA, McDermott MJ and Buchanan EM.
Negative impact of episodic migraine on a university
population: quality of life, functional impairment, and
comorbid psychiatric symptoms. Headache 2011; 51:
581-589.

Canuet L, Ishii R, Fernandez-Concepcion O, et al.
Severity of depressive symptoms as predictor of impair-
ment of quality of life in chronic migraine: comparison
with episodic migraine. Psychiatry Clin Neurosci 2008;
62: 738-740.

VYEPTI [package insert]. Bothell,
Seattle BioPharmaceuticals, Inc., 2021.
Lipton RB, Goadsby PJ, Smith J, et al. Efficacy and
safety of eptinezumab in patients with chronic migraine.
PROMISE-2. Neurology 2020; 94: e1365-e1377.
Silberstein S, Diamond M, Hindiyeh NA, et al.
Eptinezumab for the prevention of chronic migraine: effi-
cacy and safety through 24 weeks of treatment in the
phase 3 PROMISE-2 (Prevention of migraine via intra-
venous ALD403 safety and efficacy—2) study. J Headache
Pain 2020; 21: 120.

Dodick DW, Gottschalk C, Cady R, et al. Eptinezumab
demonstrated efficacy in sustained prevention of episodic
and chronic migraine beginning on Day 1 after dosing.
Headache 2020; 60: 2220-2231.

Headache Classification Committee of the International
Headache Society (IHS). The International Classification
of Headache Disorders, 3rd edition (beta version).
Cephalalgia 2013; 33: 629-808.

Winner PK, McAllister P, Chakhava G, et al. Effects of
intravenous eptinezumab vs placebo on headache pain
and most bothersome symptom when initiated during a
migraine attack: a randomized clinical trial. JAM A 2021;
325: 2348-2356.

Lipton RB, Dodick DW, Ailani J, et al. Patient-identified
most bothersome symptom in preventive migraine treat-
ment with eptinezumab: a novel patient-centered out-
come. Headache 2021; 61: 766-776.

WA: Lundbeck


https://www.lundbeck.com/global/our-science/clinical-data-sharing
https://www.lundbeck.com/global/our-science/clinical-data-sharing

1012

Cephalalgia 42(10)

19.

20.

21.

Kudrow D, Cady RK, Allan B, et al. Long-term safety
and tolerability of eptinezumab in patients with chronic
migraine: a 2-year, open-label, phase 3 trial. BMC Neurol
2021; 21: 126.

Ashina M, Cohen JM, Gandhi SK, et al. Reduction in
the severity and duration of headache following fremane-
zumab treatment in patients with episodic and chronic
migraine. Headache 2021; 61: 916-926.

Ament M, Day K, Stauffer VL, et al. Effect of galcane-
zumab on severity and symptoms of migraine in phase 3
trials in patients with episodic or chronic migraine.
J Headache Pain 2021; 22: 6.

22.

23.

Ailani J, Andrews JS, Rettiganti M, et al. Impact of gal-
canezumab on total pain burden: findings from phase 3
randomized, double-blind, placebo-controlled studies in
patients with episodic or chronic migraine (EVOLVE-1,
EVOLVE-2, and REGAIN trials). J Headache Pain 2020;
21: 123.

Cooper W, Doty EG, Hochstetler H, et al. The current
state of acute treatment for migraine in adults in the
United States. Postgrad Med 2020; 132: 581-589.



	table-fn1-03331024221089567

