
Introduction 
■ According to the Chronic Migraine Epidemiology

and Outcomes (CaMEO) study, 22.9% of the
13,624 survey respondents reported that they
were current users of acute prescription migraine
medications, with 34.5% of current users taking
acute headache medication (AHM) while receiving
concomitant migraine preventive treatment.1

■ An important aim of preventive treatment is to
reduce reliance on AHM, or at least optimize
combinatorial treatments using AHMs,2 as
inappropriate and/or excessive use can lead
to side effects3,4 and, in some patients, the
development and persistence of medication-
overuse headache (MOH).5–9

■ Eptinezumab is a humanized monoclonal antibody
targeting calcitonin gene-related peptide and is
approved for migraine prevention.

■ In the PROMISE-2 trial, individuals who received
eptinezumab (100 or 300 mg via IV infusion
once every 12 weeks) for preventive treatment of
chronic migraine (CM) achieved greater reductions in
migraine and headache frequency, impact, and AHM
use than did patients who received placebo.10,11

■ In this post hoc analysis, the relationships between
headache frequency reduction and changes in
AHM use in adults with CM, not only in the full
PROMISE-2 study population, but also in the
subpopulations of patients with MOH and patients
with MOH who achieved ≥50% reduction in
migraine frequency over the course of treatment,
were examined.

Objective
■ This post hoc analysis of data from PROMISE-2 examined the relationships between headache frequency

reduction and changes in AHM use in the subpopulation of adults with CM and MOH, including those who
achieved ≥50% reduction in migraine frequency over the course of treatment.

Methods
■ PROMISE-2 was a double-blind, randomized,

placebo-controlled phase 3 trial (NCT02974153)10

evaluating the safety and efficacy of intravenously
administered eptinezumab (100 mg or 300 mg, every
12 weeks for up to 2 doses) in adults (18–65 years)
with CM (ICHD-3β6 diagnostic criteria).

■ Patients with a dual diagnosis of CM and MOH
(diagnosed using ICHD-3β criteria6) were enrolled if
any barbiturate or prescription opioid use was limited
to ≤4 days/month during the run-in period.

■ Patients were permitted to use acute medication
throughout the study.

■ Changes in AHM use were evaluated in the
subgroup of patients with CM and MOH, as well as
in patients with CM and MOH experiencing ≥50%
reduction in monthly migraine days (MMDs) over
Weeks 1–24.

■ Data for the eptinezumab groups (100 mg and
300 mg) were pooled, given that the dose levels
demonstrated similar efficacy and safety in the
total population and subpopulation with MOH.10,12,13

■ Patients used a daily electronic diary (eDiary) to
record whether they experienced a headache
(headache episodes or migraine attacks), if
they used an AHM, and what type of AHM was
used (ergotamine, triptan, analgesic, opioid, or
combination analgesic). Data from all days with
completed eDiary evening reports were included
in analysis.

■ During screening (baseline) and treatment
(Weeks 1–24), days were categorized into four
groups: headache with AHM use, headache with
no AHM use, no headache with AHM use, and no
headache with no AHM use. The distribution of
AHM type on headache days with AHM use was
also evaluated.

■ Statistical methods were descriptive in nature
and lacked pre-specification; thus, no claims of
statistically significant/definitive conclusions
were made.

Results
■ Patients were predominantly female (88.2%) and

white (91.0%).

■ At screening, 40.2% (431/1072) of patients with CM
had a diagnosis of MOH, and 52.2% of these were
≥50% migraine responders over Weeks 1–24.

■ Across the CM+MOH subpopulation, 11,305 study
days from the baseline/screening period and 61,536
study days from the post-baseline period (Weeks 1–24)
were included in analysis based on eDiary
completeness (Table 1).

■ In patients with CM and MOH (Figure 1), including
those with ≥50% migraine response over Weeks
1–24 (Figure 2), days with headache and AHM
use comprised 51.0–57.1% of the baseline period
(placebo and eptinezumab groups).

■ Relative to baseline, the proportion of days
with both headache and AHM use decreased
29.1% points (eptinezumab) versus 18.4% points
(placebo) in the MOH subgroup (Figure 1), and
38.3% points versus 31.5% points, respectively, in
the CM+MOH+≥50% response subgroup during
Weeks 1–24 (Figure 2).

■ The proportion of days with headache and triptan
use decreased 11.8% (eptinezumab) and 7.2%
(placebo) in the MOH subgroup over Weeks 1–24
(Figure 1) relative to baseline values (20.1% for
eptinezumab, 19.3% for placebo).

■ The proportion of days with headache and triptan
use decreased 14.5% (eptinezumab) and 12.6%
(placebo) in the MOH ≥50% responder subgroup
(Figure 2) over Weeks 1‒24, notably below the
diagnostic threshold of MOH.

■ The proportion of days with headache but no
AHM use decreased 6.1% points (eptinezumab)
versus 7.1% points (placebo), respectively, in the
MOH subgroup (Figure 1) and 8.9% points versus
13.6% points, respectively, in the CM+MOH+≥50%
response subgroup (Figure 2).

■ In all three populations, patients reported no
headache and no AHM use for approximately
25% of days during the baseline period.

■ The proportion of days with no headache and no
AHM use increased to 59.0% (eptinezumab) and
48.1% (placebo) during Weeks 1–24 in the MOH
subgroup (Figure 1) and to 72.7% and 68.4%,
respectively, in the CM+MOH+≥50% migraine
response subgroup over Weeks 1–24 (Figure 2).

■ Across populations, days with AHM use in the
absence of headache were uncommon during
baseline (2.0–2.6% of days), and only increased
slightly during the post-baseline period.

Figure 1. Percent of Study Days With AHM Use Among Patients With CM and MOH by 
Headache Status* 
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*Headache status was categorized as with or without headache. AHM type included for days with headache and AHM use. AHM, acute headache medication; CM, chronic migraine;
MOH, medication-overuse headache. Multiple refers to multiple AHM types used instead of a single type. Post-baseline refers to Weeks 1–24.

Figure 2. Percent of Study Days With AHM Use Among Patients With CM and MOH Who 
Experienced ≥50% Response Over Weeks 1–24 by Headache Status* 
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*Headache status was categorized as with or without headache. AHM type included for days with headache and AHM use. AHM, acute headache medication; CM, chronic migraine;
MOH, medication-overuse headache. Multiple refers to multiple AHM types used instead of a single type. Post-baseline refers to Weeks 1–24.

Table 1. Number of Days with Completed Electronic Diary Reports by Population and Time Period

Eptinezumab Placebo

Baseline Weeks 1–24 Baseline Weeks 1–24

CM+MOH, N=431 
(eptinezumab, n=286; placebo n=145) 7,500 41,113 3,805 20,423

CM+MOH+≥50% response, N=225
(eptinezumab, n=176; placebo, n=49) 4,652 25,855 1,263 6,850
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KEY POINTS
■ Patients with a dual diagnosis of CM and MOH

are an understudied group presented with limited
treatment options.

■ This post hoc analysis of data from PROMISE-2
examined the relationships between headache
frequency reduction and changes in AHM use in
the subpopulation of adults with CM and MOH,
including those who achieved ≥50% reduction in
migraine frequency over the course of treatment.

CONCLUSIONS
■ Eptinezumab was associated with greater

reductions in headache frequency and days of
AHM use versus placebo in patients with CM
and MOH.

■ The magnitude of effect was clinically relevant
in the subgroup of CM patients with MOH who
experienced ≥50% response, suggesting that
eptinezumab treatment can lead to improving
acute response and decreasing MOH risk.

■ Across analysis groups, reductions in the
proportions of patients with headache but
no AHM use were observed, suggesting
that these patients were experiencing milder
symptoms which were not significant enough
to impact function and warrant treatment.

■ There were slight increases in the proportions
of each analysis group with no headache but
with AHM use, a finding that could suggest
these patients may be treating during an aura
or while having premonitory symptoms and may
be anticipating a migraine within hours
of occurrence.

■ Future work is needed to generalize post hoc
findings to a larger population of patients
seeking relief from other headache disorders
(such as episodic migraine) and headache
features (such as most bothersome
symptom, headache severity, and
headache impact).
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