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Abstract

Background: This post hoc subgroup analysis evaluated the efficacy and safety of eptinezumab for migraine prevention
in patients with migraine and self-reported aura.

Methods: PROMISE-I (NCT02559895; episodic migraine) and PROMISE-2 (NCT02974153; chronic migraine) were
randomized, double-blind, placebo-controlled trials that evaluated eptinezumab for migraine prevention. In both studies,
the primary outcome was the mean change from baseline in monthly migraine days over Weeks |—12. Patients in this
analysis included those who self-reported migraine with aura at screening.

Results: Of patients with episodic migraine, ~75% reported a history of aura at screening; of patients with chronic
migraine, ~35% reported a history of aura. Changes in monthly migraine days over Weeks |—12 were —4.0 (100 mg) and
—4.2 (300 mg) with eptinezumab versus —3.1 with placebo in patients with episodic migraine with aura, and were —7.1
(100 mg) and —7.6 (300 mg) with eptinezumab versus —6.0 with placebo in patients with chronic migraine with aura.
Treatment-emergent adverse events were reported by 56.0% (100 mg), 57.4% (300 mg), and 55.4% (placebo) of patients.
Conclusions: The preventive migraine efficacy of eptinezumab in patients in the PROMISE studies who self-reported
aura was comparable to the overall study populations, demonstrating a similarly favorable safety and tolerability profile.
Trial registration: ClinicalTrials.gov Identifiers: NCT02559895 and NCT02974153
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Introduction : T
preventive treatment of migraine in adults (6). In the

Migraine with aura is a distinct diagnosis characterized
by the presence of one or more fully reversible focal
neurologic symptoms (Table 1), which are usually fol-
lowed by headache and associated migraine symptoms
(1,2). Most patients with migraine with aura report
visual disturbances, such as visual scintillations and
scotoma, that spread gradually over >5 minutes, last
5-60 minutes, and precede headache onset within
60 minutes. Migraine with aura reportedly comprises
approximately one-third of all migraine diagnoses
(3) and has been associated with increased risk of cer-
ebro- and cardiovascular disease (4,5).

Eptinezumab is a humanized immunoglobulin
G1 monoclonal antibody specific for calcitonin
gene-related peptide (CGRP) and is indicated for the

pivotal PROMISE-1 and PROMISE-2 trials, eptinezu-
mab 100 mg and 300 mg, the approved dose levels, met
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Table 1. Migraine with aura diagnostic criteria (2).

A. At least two attacks fulfilling criteria B and C
B. One or more of the following fully reversible aura
symptoms:
I visual
2 sensory
3 speech and/or language
4 motor
5 brainstem
6 retinal
C. At least three of the following six characteristics:
| at least one aura symptom spreads gradually over
>5 minutes
2 two or more aura symptoms occur in succession
3 each individual aura symptom lasts 5-60 minutes®
4 at least one aura symptom is unilateral®
5 at least one aura symptom is positive
6 the aura is accompanied, or followed within

60 minutes, by headache
D. Not better accounted for by another ICHD-3 diagnosis

Reproduced with permission of International Headache Society (2).
*When, for example, three symptoms occur during an aura, the accept-
able maximal duration is 3 x 60 minutes. Motor symptoms may last up to
72 hours.

PAphasia is always regarded as a unilateral symptom; dysarthria may or
may not be.

“Scintillations and pins and needles are positive symptoms of aura.
ICHD-3, The International Classification of Headache Disorders,

3rd edition.

the primary efficacy endpoint; that is, they statistically
significantly reduced mean monthly migraine days
(MMDs) over Weeks 1-12 in patients with migraine,
with sustained efficacy occurring as early as Day 1 after
infusion (7-9). Given the high prevalence of migraine
with aura, the associated medical risks, and the scarcity
of published data specific to this population, we con-
ducted a post hoc subgroup analysis of pooled data
from the PROMISE trials to assess the efficacy and
safety of eptinezumab for the preventive treatment of
migraine in patients who self-reported a history of
aura, potentially in addition to their migraines without
aura.

Methods

The full methodologies of PROMISE-1
(NCT02559895) and PROMISE-2 (NCT02974153)
have been published (8—11); key elements are reviewed
here. Both studies were conducted in accordance with
the International Conference on Harmonisation Good
Clinical Practice guidelines, the principles of the
Declaration of Helsinki, and all applicable local regu-
latory requirements. Independent ethics committee or
institutional review board approval was obtained for

each study site, with all patients providing written
informed consent prior to study participation.

Both studies were phase 3, randomized, double-
blind, placebo-controlled, parallel-group trials that
evaluated the preventive efficacy, tolerability, and
safety of eptinezumab in adults with migraine (8,9).
PROMISE-1 enrolled patients with episodic migraine
(EM) and PROMISE-2 enrolled patients with chronic
migraine (CM). Migraine was defined using the
International Classification for Headache Disorders
(ICHD) definitions for migraine broadly (12,13).
Patients separately reported any experience of aura
with their migraine, being asked if they experience
aura at the screening visit (and if it was ever experi-
enced without headache pain). To improve the accura-
cy of self-reporting, investigators confirmed each
patient’s understanding of aura during the screening
visit and provided additional description and/or expla-
nation, if needed. Educational materials pertaining to
aura were also provided as part of electronic Diary
(eDiary) training. The guide for investigators when dis-
cussing aura with patients included the following points
of education, which were in alignment with ICHD
criteria (Table 1): (a) Aura may affect vision,
senses, speech or language, movement, and balance;
(b) Sometimes an aura symptom may be followed by
a second or third symptom of aura; (c) The symptoms
may sometimes begin on one side of the head or bodyj;
(d) Each aura symptom may last anywhere from
5 minutes to an hour or more; (¢) When the aura is
related to a migraine, the migraine headache usually
occurs within an hour of the aura. Visual aura was
described as when vision is disturbed by bright, shim-
mering jagged or zigzag lines that spread, altering more
and more in the field of vision. Additional symptoms of
migraine with aura that were described included the
sensation of pins and needles spreading slowly from
one spot on one side of the body, face and/or tongue,
which may be followed by numbness, as well as numb-
ness without the pins and needles sensation and sensi-
tivity, and trouble speaking or muscle weakness,
clumsiness, or difficulty walking. Patients were told
that these symptoms tend to happen about an hour
before the start of a migraine but can vary.

Patients were randomized to receive eptinezumab
30 mg (PROMISE-1 only), 100 mg, 300 mg, or placebo
administered intravenously every 12 weeks. Patients in
PROMISE-1 received up to four treatments (48 weeks).
Patients in PROMISE-2 received up to two treatments
(24 weeks).

This post hoc analysis evaluated the efficacy and
safety of eptinezumab for the preventive treatment of
migraine in the subgroup of patients who self-reported
a history of aura at screening in either study. It includ-
ed only those patients who received approved
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eptinezumab dose levels (i.e. 100 mg or 300 mg) (6) or
placebo. Outcome measures included changes in
migraine frequency (i.e. MMDs), migraine responder
rates (>50% and >75%) over Weeks 1-12 and 13—
24, percent of migraine attacks with aura, acute medi-
cation days, and treatment-emergent adverse events
(TEAEs).  Patients from  PROMISE-1  and
PROMISE-2 were pooled for all analyses except for
the change from baseline in MMDs due to the differ-
ences in patient populations at baseline.

Monthly migraine days were derived from eDiary
data and were based on 4-week intervals. A 50%
responder was a patient who achieved a >50% reduc-
tion in MMDs, and a 75% responder was a patient
who achieved a >75% reduction in MMDs. These
reductions were evaluated by comparing the baseline
frequency of migraine days to the migraine frequency
in 4-week intervals. Results from the 4-week intervals
were combined to produce 12- and 24-week responder
endpoints.

In the daily eDiaries, patients indicated whether they
experienced aura symptoms as discussed with the inves-
tigator during screening with their headache/migraine,
which was used to determine the percentage of
migraine attacks with aura. Available data from the
4-week intervals was combined to produce an average
over 12 weeks. Patients with no migraine during a
study were counted as a percentage of zero, and there
was no missing data imputation for missing eDiary
assessments.

Acute headache medication days were defined as the
number of days within 4-week intervals where patients
with migraine and a self-reported history of aura used
acute headache medication (e.g. combination analge-
sics, ergotamine, opioids, simple analgesics, and trip-
tans). Days of acute headache medication use were
calculated as “any use” and “total use”. For “any
use”, a day was counted if the patient took any acute
medication. For “total use”, if multiple drug classes
were taken on a single day, each drug class counted
toward an acute medication day (e.g. if a patient used
two drug classes in a single day, it counted as 2 days of
medication use). Acute headache medication days of
use were summarized in 4-, 12-, and 24-week intervals.
The 12- and 24-week results were calculated as the
average of the individual 4-week results that made up
the wider intervals (e.g. Weeks 1-12 was calculated as
the average of the Weeks 1-4, 5-8, and 9-12 results).
The change from baseline for these measures was the
difference between the baseline and the postbaseline
interval.

For the efficacy analyses, patient results were sum-
marized within the treatment group to which they were
randomly assigned. For the safety analyses, patients

were analyzed according to the randomized treatment
they received.

Results

A total of 1741 patients received eptinezumab 100 mg,
300mg, or placebo in PROMISE-1 or PROMISE-2.
During the initial patient screening, 877 of these
patients (50.4%) reported a history of experiencing
aura, including 583/1153 (50.6%) patients who received
eptinezumab (100 mg, n=282; 300mg, n=2301) and
294/588 (49.2%) patients who received placebo. Of
patients with EM in PROMISE-1, ~75% reported a
history of experiencing aura at screening (100 mg,
167/221, 75.6%; 300mg, 173/222, 77.9%; placebo,
167/222, 75.2%), and of patients with CM in
PROMISE-2, ~35% reported a history of experiencing
aura at screening (100 mg, 115/356, 32.3%; 300 mg,
128/350, 36.6%:; placebo, 127/366, 34.7%).

Demographics and baseline characteristics of
this subpopulation with aura (PROMISE-1 and
PROMISE-2 pooled) are summarized in Table 2.
Treatment groups (eptinezumab 100 mg, eptinezumab
300 mg, and placebo) were well matched with regard to
baseline characteristics. The mean age of all patients in
this pooled analysis was 40.0 years, with the majority
being female (761/877 [86.8%]) and white (751/877
[85.6%]). There were more patients with EM (507/877
[57.8%]) than with CM (370/877 [42.2%]) in this
subgroup.

In each study, improvements in migraine frequency
(i.e. MMDs) in patients reporting a history of aura
were comparable to improvements in the total popula-
tion (Figure 1). Patients with EM who received eptine-
zumab experienced approximately 4 fewer MM Ds over
Weeks 1-12 versus baseline regardless of self-reported
history of aura, and patients with CM (with or without
self-reported history of aura) who received eptinezu-
mab experienced 7 to 8 fewer MMDs versus baseline
over this time period. In each study, improvements in
MMDs observed in the placebo group were similar in
the subgroup of patients with self-reported history of
aura (3.3 [EM] and —5.9 [CM] MMDs) and in the total
population (3.2 [EM] and —5.6 [CM] MMDs).

In the pooled group of patients reporting a history
of aura, 51.4% and 56.1% of patients who received
eptinezumab 100mg or 300mg, respectively, were
>50% migraine responders (vs. 39% of patients who
received placebo) and 22.3% and 27.2% of patients,
respectively, were >75% migraine responders (vs.
18% of patients who received placebo) over Weeks
1-12 (Figure 2). Similarly, 54.6% (100 mg) and 59.4%
(300mg) of the total pooled PROMISE-1 or
PROMISE-2 population who received eptinezumab
were >50% migraine responders (vs. 38.6% of patients
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Table 2. Demographics and baseline characteristics of patients with migraine and self-reported history of aura (PROMISE-| and
PROMISE-2 pooled efficacy population).

Eptinezumab 100 mg Eptinezumab 300 mg Placebo
(N=1282) (N=301) (N =294)
Mean age, years (SD) 40.1 (10.91) 40.4 (11.08) 39.5 (10.99)
Sex: Female, n (%) 237 (84.0) 269 (89.4) 255 (86.7)
Race, n (%)
White 250 (88.7) 261 (86.7) 240 (81.6)
Black or African American 22 (7.8) 30 (10.0) 43 (14.6)
Other 10 (3.5) 10 (3.3) I (3.7)
Mean BMI, kg/m? (SD) 28.7 (6.87) 27.9 (6.06) 28.8 (6.64)
Episodic or chronic migraine, n (%)
Episodic 167 (59.2) 173 (57.5) 167 (56.8)
Chronic 115 (40.8) 128 (42.5) 127 (43.2)
Mean age at diagnosis, years (SD) 22.4 (10.99) 21.7 (9.70) 22.4 (10.30)
Mean duration of migraine diagnosis, years (SD) 17.6 (11.24) 18.8 (11.77) 17.1 (11.24)
Mean duration of chronic migraine, years (SD) 14.0 (11.08) 15.5 (12.40) 14.4 (11.95)
Mean baseline migraine days (SD) 11.8 (4.98) 11.9 (5.33) 12.0 (5.40)
Mean baseline headache days (SD) 14.4 (5.85) 14.6 (5.97) 14.7 (6.13)
Medication-overuse headache diagnosis, n (%) 45 (16.0) 50 (16.6) 44 (15.0)
Cardiovascular risk factors, n (%)
Hypertension-related 16 (5.7) 10 (3.3) 10 3.4)
Hyperlipidemia-related 0 0 I (0.3)
Diabetes-related 1 (0.4) 0 I (0.3)
Prior history of ischemic CV events/procedures 3(1.1) 1 (0.3) I (0.3)
Obesity (BMI >30kg/m?) 110 (39.0) 94 (31.2) 111 (37.8)
Male and >45 years 18 (6.4) 7 (2.3) I 3.7)
Female and >55 years 27 (9.6) 32 (10.6) 21 (7.1)
Race: Black or African American 22 (7.8) 30 (10.0) 43 (14.6)
>1 CV risk factor 157 (55.7) 138 (45.8) 152 (51.7)
>2 CV risk factors 33 (11.7) 34 (11.3) 40 (13.6)
BMI, body mass index; CV, cardiovascular; SD, standard deviation.
Patients with self-reported Patients with self-reported
@ - Full population migraine with aura ®) . Full population migraine with aura
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Figure |. Mean change from baseline in MMDs over Weeks |12 in the full study population and subgroup of patients with self-
reported history of aura in (a) PROMISE-1 and (b) PROMISE-2.

Differences between treatment groups were analyzed using an analysis of covariance model with change from baseline as the response
variable and treatment and baseline migraine days as independent variables. MMD, monthly migraine days.

*P=0.0182; *P =0.0001; ***P < 0.0001 vs. placebo (prespecified statistical testing).

aTreatment difference vs. placebo (95% confidence interval) in change from baseline: 100 mg, —0.5 (—1.2, 0.2); 300 mg, —0.9
(—1.5, -0.2).

bTreatment difference vs. placebo (95% confidence interval) in change from baseline: 100 mg, —1.3 (—2.7, 0.2); 300 mg,

—1.7 (-=3.1, =0.3).
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Figure 2. Migraine responder rates over Weeks |-12 in patients with migraine and self-reported history of aura (PROMISE-| and

PROMISE-2 pooled efficacy population).

A placebo, difference from placebo (95% confidence interval). MRR, migraine responder rate.

who received placebo), and 25.0% (100 mg) and 31.8%
(300 mg) were >75% migraine responders (vs. 15.5%
of patients who received placebo) over this same time
period.

At baseline, the percentage of migraine attacks with
aura was 33.6% with eptinezumab 100 mg, 36.0% with
eptinezumab 300mg, and 33.8% with placebo. The
change from baseline over Weeks 1-12 in percentage
of migraine attacks with aura was numerically greater
with eptinezumab than placebo, decreasing to 28.7%
(100 mg, mean change: —5.0 percentage points), 31.4%
(300 mg, mean change: —4.7 percentage points), and
30.6% (placebo, mean change: —3.1 percentage points).

Reductions in acute headache medication use from
baseline over Weeks 1-12 were larger with eptinezumab
than with placebo for any medication use (Figure 3; a
single day was only counted once regardless of the use
of multiple drug classes) and for total medication use
(Supplementary Figure 1; if multiple drug classes were
used on a single day, the use was counted more than
once). Patients who received eptinezumab experienced
approximately 4 fewer medication days (100mg and
300mg, —3.9 days) each month over Weeks 1-12
versus 3 fewer monthly medication days (2.9 days)
in the placebo group. Over Weeks 1-12, the mean
monthly acute medication use was 5.4 days, 6.4 days,
and 7.2 days for eptinezumab 100mg, 300 mg, and
placebo, respectively.

Treatment-emergent adverse event rates were similar
across treatment groups in patients with self-reported
aura (100 mg, 56.0%; 300 mg, 57.4%; placebo, 55.4%:;
Table 3). The most common TEAEs were

nasopharyngitis (65/881, 7.4%) and upper respiratory
tract infection (65/881, 7.4%). Cardiac disorders
occurred infrequently (100 mg, 3/284, 1.1%; 300 mg,
3/303, 1.0%; placebo, 2/294, 0.7%), as did vascular
disorders (100 mg, 5/284, 1.8%; 300 mg, 4/303, 1.3%;
placebo, 2/294, 0.7%). Increased blood pressure
occurred in <2% of patients in any treatment group
(100mg, 5/284, 1.8%; 300mg, 3/303, 1.0%; placebo,
2/294, 0.7%).

Most TEAEs in patients with migraine and self-
reported aura were mild or moderate in severity.
TEAEs leading to treatment discontinuation occurred
in 15 patients (100mg, n=7, 2.5%; 300mg, n=3,
1.0%; placebo, n=35, 1.7%; Table 3). Serious TEAEs
occurred in 18 patients (100 mg, n=26, 2.1%; 300 mg,
n=35, 1.7%; placebo, n=7, 2.4%). Compared to the
established safety and tolerability profile of eptinezu-
mab (8,9,14), no new safety signals were identified spe-
cifically in this subgroup of patients self-reporting a
history of aura.

Discussion

In this subgroup analysis of patients with migraine and
a self-reported history of aura, efficacy results were

consistent with the full population results of
PROMISE-1 and PROMISE-2, with patients
experiencing reductions in migraine frequency

(4 [EM] to 8 [CM] fewer MMDs vs. baseline), propor-
tion of migraine attacks with aura (decrease from base-
line of ~5 percentage points), and acute medication use
(4 fewer acute medications days per month). Also, the
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Any AHM Use, days/month

n= 286

Baseline Weeks 1-12

m Eptinezumab 100 mg m Eptinezumab 300 mg ' Placebo

Figure 3. Mean “any” acute headache medication days per month in patients with migraine and self-reported history of aura®
(PROMISE-I and PROMISE-2 pooled efficacy population).

Acute headache medications (AHM) included combination analgesics, ergotamine, opioids, simple analgesics, and triptans.

?If multiple drug classes were taken on a single day, the day was counted once.

Table 3. Summary of TEAEs in patients with migraine and self-reported history of aura (PROMISE-1 and PROMISE-2 pooled safety
populations).

Eptinezumab 100mg  Eptinezumab 300 mg  Placebo

(N=284) (N=303) (N =294)
Patients with any TEAE, n (%)/Total number of events 159 (56.0)/429 174 (57.4)/435 163 (55.4)/413
Most common TEAEs (>2% of patients total), n (%)
Nasopharyngitis 25 (8.8) 23 (7.6) 17 (5.8)
Upper respiratory tract infection 19 (6.7) 29 (9.6) 17 (5.8)
Sinusitis 9332 13 (4.3) 15 (5.1)
Nausea 6 (2.1) 7 (2.3) 10 (3.4)
Bronchitis 5(1.8) 8 (2.6) 9 (3.1)
Dizziness 8 (2.8) 5 (1.7) 9 (3.1)
Back pain 10 (3.5) 5(1.7) 7 (2.4)
Fatigue 8 (2.8) 10 (3.3) 3 (1.0)
Influenza 3(1.1) 10 (3.3) 7 (2.4)
Migraine 3(1.1) 7 (2.3) 9 (3.1
Arthralgia 4 (1.4) 7 (2.3) 8 (2.7)
Patients with any TEAE leading to treatment discontinuation, n (%) 7 (2.5) 3 (1.0) 5(1.7)
Patients with any TEAE related to study drug, n (%) 37 (13.0) 49 (16.2) 27 (9.2)
Patients with any TEAE by maximum severity, n (%)
Mild 64 (22.5) 71 (23.4) 60 (20.4)
Moderate 87 (30.6) 93 (30.7) 91 (31.0)
Severe 8 (2.8) 10 (3.3) I 3.7)
Life-threatening 0 0 1 (0.3)
Patients with serious TEAEs (>2 patients), n (%) 6 (2.1) 5(1.7) 7 (24)
Syncope 1 (0.4) 0 2 (0.7)
Migraine 1 (0.4) 0 1 (0.3)
Suicide attempt 1 (0.4) I (0.3) 0

TEAE, treatment-emergent adverse event.
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tolerability profile of eptinezumab in patients with
migraine and self-reported history of aura was consis-
tent with what was previously reported in the full EM
and CM populations. These findings suggest that epti-
nezumab may be clinically useful in the migraine with
aura subpopulation.

Eptinezumab decreased the percentage of migraine
attacks with aura relative to baseline (percentage-point
decreases of 5.0 and 4.7) and to a larger extent than
placebo (percentage-point decreases of 3.1), suggesting
a small treatment effect on aura frequency beyond
reducing migraine frequency. The effects of eptinezu-
mab on the severity of aura and specific aura presen-
tation were not specifically evaluated in the PROMISE
studies, and only limited data with respect to effects on
aura have been reported for the entire CGRP mono-
clonal antibody drug class. A single report of a post
hoc analysis of data from three phase 3 clinical studies
indicated that galcanezumab reduced both the frequen-
cy of prodromal symptoms relative to placebo
(in patients with EM and with CM) and the number
of migraine headache days with aura (significant in
patients with EM only) but did not specifically evaluate
the impact of treatment on aura or headache frequency
in patients with a diagnosis or history of aura at base-
line (15). Thus, there remains a need for additional
prospective evaluations of the effects of these agents
specifically in patients with aura.

Eptinezumab was well tolerated in the subgroup of
patients with a self-reported history of aura. As in the
full PROMISE populations, the most frequently
reported TEAEs were upper respiratory tract infection
and nasopharyngitis, with limited reports of increased
blood pressure. There was no evidence of increased risk
for cardiovascular adverse events, a potential concern
for patients with aura. The low risk for cardiovascular
adverse events reported here is consistent with that
reported in a pooled analysis of data from five large-
scale eptinezumab clinical trials, during which reports
of cardiovascular adverse events among more than
2800 patients (who received doses of eptinezumab
ranging from 30 mg to 1000 mg) were infrequent (14).
Whereas approximately one-half of all patients in the
subgroup of patients with a self-reported history of
aura in the PROMISE studies had one or more cardio-
vascular risk factors at baseline (however, not all risk
factors were measured, including history of tobacco use
and family history), patients with significant cardiovas-
cular disease were excluded from participation in these
or any of the other large-scale eptinezumab trials.
Thus, cardiovascular safety in patients with migraine
with aura and significant cardiovascular comorbidities
remains to be established.

The results of this post hoc analysis are limited by
the method by which patients with aura were identified.

The PROMISE-1 and PROMISE-2 studies included
patients that fulfilled criteria for migraine with or with-
out aura and were not designed to assess the efficacy
and safety in patients diagnosed with migraine with
aura specifically. Therefore, the ICHD definition of
migraine with aura was not used for formal diagnosis;
rather, the study relied on patient acknowledgement of
aura as to whether their symptoms fulfilled aura (i.e.
patients with aura for the purpose of these analyses
were those who self-reported a history of aura at
screening). Although patient training on aura was
based on ICHD criteria, the method to capture aura
did not allow for analysis of patients with a formal,
ICHD-based diagnosis of migraine with aura.
Whereas the 50% prevalence of aura self-reported
herein (and the 76.2% prevalence of aura self-
reported in PROMISE-1 [EM patients]) is higher
than the 30% aura prevalence generally cited for
migraine, it is well within the range of patients with
migraine reporting premonitory symptoms in the clin-
ical setting (38%—-87%) (16-22) and is consistent with
recent studies on erenumab and galcanezumab (23,24).
It is notable that high rates of premonitory symptoms
have been described in patients with a diagnosis of
migraine with aura as well as in those with a diagnosis
of migraine without aura (16,18). Thus, the presence of
premonitory symptoms in patients without a specific
migraine with aura diagnosis is not unusual, and ques-
tioning and discussion regarding these symptoms
should be a part of the clinical evaluation for all
migraine patients. The high rate of aura in
PROMISE-1 may be due to selection bias reflective
of the misunderstanding that sometimes occurs with
aura (i.e. the difference between having visual symp-
toms and being diagnosed with migraine with aura)
that may have caused the sites to over-classify patients
into this aura group. Additionally, changes in aura
beyond incidence/frequency were not collected or mon-
itored throughout the study to determine if eptinezu-
mab affects aura severity or type. Lastly, this was a
post hoc analysis; as such, the limitations are widely
recognized. Additional prospective studies are needed
to confirm these findings.

Conclusion

In this post hoc subgroup analysis, eptinezumab dem-
onstrated efficacy and tolerability in patients with
migraine and self-reported history of aura, consistent
with full study population results. Although further
research is warranted, these findings suggest that epti-
nezumab treatment may be clinically useful in this sub-
population of patients with migraine.
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with aura.

e In patients with episodic or chronic migraine and self-reported history of migraine with aura, eptinezumab
demonstrated efficacy and tolerability consistent with the full study populations.
e There was no evidence of increased risk for cardiovascular adverse events, a potential concern for patients
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