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Eptinezumab Demonstrated Efficacy in Sustained Prevention
of Episodic and Chronic Migraine Beginning on Day 1 After
Dosing

David W. Dodick, MD; Christopher Gottschalk, MD; Roger Cady, MD; Joe Hirman, PhD;
Jeff Smith, MD, FRCP; Steve Snapinn, PhD

Objective.—To determine the onset of preventive efficacy with eptinezumab in patients with migraine.

Background.—Eptinezumab is a monoclonal antibody inhibiting calcitonin gene-related peptide approved as an intravenously
administered treatment for the prevention of migraine.

Methods.—Patients who received eptinezumab 100 mg, eptinezumab 300 mg, or placebo in PROMISE-1 (episodic migraine;
100 mg, n = 221; 300 mg, n = 222; placebo, n = 222) or PROMISE-2 (chronic migraine; 100 mg, n = 356; 300 mg, n = 350;
placebo, n = 366) were included. Testing of the percentage of patients with a migraine on day 1 after dosing was prespecified
and alpha-controlled. In further exploration of this prespecified endpoint, a post hoc closed testing procedure, which controlled
the false-positive (type 1) error rate, provided a statistically rigorous evaluation of migraine prevention onset. The procedure
involved up to 84 tests of significance, all of which were performed in sequence until the first nonsignificant result.

Results.—For both studies, all tests for significance for eptinezumab 100 and 300 mg, from days 1-84 through day 1 alone,
achieved nominal significance (P < .05), indicating that eptinezumab was fully effective beginning on day 1. Over each interval,
the treatment effect was comparable to the effect over weeks 1-12. Mean changes from baseline in monthly migraine days for
the primary endpoint period ranged from —3.9 to —4.9, —4.1 to —4.9, and —2.2 to —3.2 for eptinezumab 100, 300 mg, and
placebo, respectively, in PROMISE-1 and from -7.2 to —8.0, —7.9 to —8.2, and —4.3 to —5.6, respectively, in PROMISE-2.
The difference from placebo (95% confidence interval) in day 1 treatment effect was —2.2 (—-4.1, —0.3) and —-2.5 (—4.4, —0.6)
days/month for eptinezumab 100 and 300 mg, respectively, in PROMISE-1, and was —3.8 (—5.6, —2.0) and —4.0 (-5.8, —2.1)
days/month for 100 and 300 mg, respectively, in PROMISE-2.

Conclusions.—The migraine preventive effect of eptinezumab is rapid and sustained in patients with episodic or chronic
migraine, with onset of optimal preventive efficacy observed on the day following the initial dose.
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INTRODUCTION

Patients with migraine consider speed of onset
as one of the most important attributes of preventive
treatment, second to efficacy.! Patients’ decisions to dis-
continue or switch preventive medication can be made
as early as 30 days after beginning treatment;>> thus,
there is a need for preventive treatments with a rapid
onset of sustained effect to ensure patient adherence,
management of acute medications, and beneficial long-
term outcomes. Unfortunately, commonly prescribed
preventive migraine therapies can take 2-6 months to
achieve maximal effects.*® Although data from most
newer agents suggest that they may have earlier onset,
the time to clinically meaningful and optimal benefit
remains undefined”'® and a statistically robust meth-
odology to determine onset of full efficacy of a preven-
tive agents has, to date, not been determined.

Eptinezumab, a humanized calcitonin gene-
related peptide (CGRP)-targeted monoclonal antibody
(mAb), was recently approved by US Food and Drug
Administration for the preventive treatment of migraine
in adults. Eptinezumab was developed to provide an early
onset of preventive action that is sustained throughout
a 12-week dosing interval. By intravenous (IV) adminis-
tration over 30 minutes, eptinezumab has 100% bioavail-
ability and achieves maximum plasma concentration at
the end of IV administration.'* Pharmacokinetic results

coupled with data from phase 2 studies'>'°

suggested
that migraine preventive efficacy of eptinezumab may
begin immediately, leading to the inclusion of the per-

centage of patients reporting a migraine headache on
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day 1 as a prespecified and alpha-controlled endpoint in
pivotal phase 3 trials conducted in patients with episodic
(PROMISE-1) and chronic (PROMISE-2) migraine. In
both pivotal trials, the percentage of patients reporting a
migraine on day 1 was reduced by more than 50% com-
pared to baseline in eptinezumab-treated patients and
by approximately 25% in placebo patients.'”'® However,
questions remained if the results on this specific day
(day 1) represented onset of benefit or a transient bene-
fit; we hypothesized that day 1 represented the onset of
treatment. The objective of this post hoc closed testing
analysis was to determine whether this day 1 observa-
tion represents the point at which the preventive benefit
of eptinezumab was established and whether that effect
was sustained without interruption for 12 weeks in this
broad spectrum of patients with episodic and chronic
migraine. This methodology has the potential to better
align patient expectations and the capabilities of drug
development.

METHODS

Study Overview and Design.—PROMISE-1 (Clin-
icalTrials.gov: NCT02559895)!7 and PROMISE-2
(ClinicalTrials.gov: NCT02974153)'® were randomized,
double-blind, parallel-group, and placebo-controlled
trials of eptinezumab for the preventive treatment of
migraine. Both studies were conducted in accordance
with International Conference on Harmonisation of
Technical Requirements for Registration of Pharma-
ceuticals for Human Use guideline E6, local regulatory
requirements, and the principles of the Declaration of
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Helsinki. The independent ethics committee or insti-
tutional review board for each study site reviewed and
approved the study protocol. All patients provided writ-
ten informed consent prior to their study participation.

PROMISE-1 evaluated up to 4 IV doses of ep-
tinezumab 30, 100, 300 mg, or placebo administered
every 12 weeks in patients with episodic migraine, and
PROMISE-2 evaluated 2 IV doses of eptinezumab
100, 300 mg, or placebo administered every 12 weeks
in patients with chronic migraine. The sample sizes for
these studies (200 patients per arm for PROMISE-1
and 350 patients per arm for PROMISE-2) were driven
by power calculations associated with the primary
endpoint for each study. The planned sample size pro-
vided at least 90% power for the primary endpoint and
at least 90% power for the key secondary day 1 end-
point, for a treatment difference of at least 15 percent-
age points with respect to the percentage of patients
with a migraine on day 1, which, when extrapolated
to 28 days, corresponds to a difference of 4.2 monthly
migraine days (MMDs). Because the 30-mg dose in
PROMISE-1 did not achieve statistical significance in
any measure per the prespecified testing hierarchy, data
from the 30-mg dose were not included in this closed
testing analysis. Both PROMISE-1 and PROMISE-2
included a 28-day screening period; only patients com-
pleting an eDiary on >25 days of the 28-day screen-
ing period in PROMISE-1 or >24 days of the 28-day
screening period in PROMISE-2 were eligible for study
participation. The primary efficacy endpoint in both
PROMISE-1 and PROMISE-2 was the mean change
from baseline in MMDs over weeks 1-12 (days 1-84),
assessed using eDiary data.

Statistical Analyses.—Migraine prevention studies
rely upon reductions in MMDs to demonstrate effica-
cy. 10131921 Historically, this metric has been sufficient
to evaluate onset of benefit, as it can take a month or
more. Because the onset of eptinezumab efficacy was
hypothesized to occur within a day, reductions in
monthly migraine frequency are not directly useful
in determining onset for eptinezumab; instead, the
presence or absence of a migraine on specific days
was selected as the measurement tool. The PROM-
ISE-2 protocol specified this presence or absence of
a migraine on the day following the infusion (day 1)
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as the metric to determine if treatment onset occurred
by day 1. To summarize this measure over the treat-
ment arms, we used the percentage of patients report-
ing a migraine day. When extending this measure to
multiple days, we calculated the average percentage
across the time period (eg, the average percentage of
patients with a migraine on days 1-4), which is equiv-
alent to the average percentage of days a patient had
a migraine during that time period (eg, for each pa-
tient, determine what percentage of these days [days
1-4] they had a migraine, and average that across pa-
tients). To allow for comparisons to MMDs, the above
measures were normalized to a 28-day month, which
corresponds to the number of migraine days a patient
would be expected to have over 28 days if the rate ob-
served was continued for the entire 28-day period (eg,
if a patient had a migraine on one of days 1-4, which
corresponds to 25% of days, then, with a similar pat-
tern over 28 days, it would be expected that the patient
would experience 7 MMDs).

The normalized MMD endpoint employed the
same missing data imputation algorithm as was used
for the primary endpoint, which was described in de-
tail in the primary reports.'”'®
complete the diary on a given day, it was assumed the

If a patient failed to

migraine rate on that day was identical to the rate seen
for the non-missing days in that month. If a patient
failed to complete the diary on more than 7 days in a
month, a weighted estimated rate based upon the cur-
rent month and the prior month was used to determine
what rate to impute.

In the current analysis, the timing of treatment
onset was determined by finding the first day from
which a treatment effect was nominally significant
and sustained without interruption through the end
of the first dosing interval (week 12). To ensure the
method used was statistically valid with multiplicity
control, a closed testing procedure was used on ever
smaller time intervals beginning with the primary
endpoint interval.*> Specifically, the treatment effect
was determined and tested over the primary endpoint
interval of weeks 1-12 (days 1-84). Because statistical
significance was known to be present over this inter-
val, the algorithm moved to the next smaller inter-
val, days 1-83. For each data point in which nominal
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significance was found (ie, P < .05), the interval was
made smaller by 1 day (eg, days 1-82) and the treat-
ment effect was determined and tested again. For
each interval, mean MMDs was calculated as (num-
ber of migraine days in the interval X 28)/number
of days in the interval. At the first point, in which
nominal significance was not achieved (ie, first inter-
val where P > .05), the procedure was stopped, and
onset was declared based upon the end day of the
prior interval. As an example, should each of the 78
tests from days 1-84 to 1-7 result in P < .05 but the
result over days 1-6 not be significant, day 7 would
be determined as the onset day because each inter-
val from days 1-7 to the primary endpoint showed a
treatment effect.

The P values presented are 2-sided and are based
upon an ANCOVA model that mirrored the ANCOVA
models used for the primary endpoint. These models
used change in normalized MMDs from baseline to
the time interval of interest as the response variable
and used treatment, baseline MMDs, and use of other
preventive treatment (PROMISE-2 only) as predictor
variables. The statistics provided are the least square
means for the treatment comparisons.

Data Availability Statement.—The data report-
ed are part of an ongoing, global sponsor-led clinical
development and registration program. De-identified
participant data are not available for legal and ethi-
cal reasons.

RESULTS

Patients.—A total of 888 patients with episodic
migraine received treatment in PROMISE-1, with
665 patients included in this analysis (eptinezumab
30 mg was not included); 221 received eptinezumab
100 mg, 222 received eptinezumab 300 mg, and 222
received placebo in the full analysis population.'’
The mean patient age was 39.8 years and the mean
number of MMDs during the 28-day screening pe-
riod was approximately 8.6 across treatment groups.
This represents an average daily probability of hav-
ing a migraine of 0.31 (or 31%).

A total of 1072 patients with chronic migraine
received treatment in PROMISE-2; 356 received epti-
nezumab 100 mg, 350 received eptinezumab 300 mg,
and 366 received placebo.'® The mean patient age was
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40.5 years and the mean number of MMDs during the
28-day screening period was approximately 16.1 across
treatment groups. This represents an average daily
probability of having a migraine of 0.58 (or 58%).

Baseline demographics and clinical characteris-
tics of patients who received eptinezumab 100 mg,
300 mg, or placebo in either study are summarized
in Table 1.

Migraine Frequency.—In both studies, eptinezumab
100 and 300 mg demonstrated statistically significantly
greater improvement in the frequency of migraine days
from weeks 1-12 (days 1-84) vs placebo, with patients
with episodic migraine experiencing approximately
4 fewer MMDs vs baseline and patients with chron-
ic migraine experiencing 8 fewer MMDs vs baseline
during the first dosing interval, compared with 3 and
6 fewer MM Ds, respectively, with placebo (Fig. 1). Re-
ductions in MMDs remained numerically greater with
eptinezumab than with placebo throughout the dura-
tion of each study.”’18

Percentage of Patients With Migraine on First Day
After Dosing.—Over the 28-day baseline period in
PROMISE-1, the average percentage of patients expe-
riencing a migraine day on any given day was 31.0%
in the eptinezumab 100-mg group, 30.8% in the eptine-
zumab 300-mg group, and 29.8% in the placebo group.
Multiplying these percentages by 28 days represents the
average of 8.7, 8.6, and 8.3 MMDs, respectively. The
percentages of patients with a migraine on the first day
after dosing were 14.8% in the eptinezumab 100-mg
group (unadjusted P =.031), 13.9% in the eptinezumab
300-mg group (unadjusted P = .016), and 22.5% in the
placebo group; while the P values were <.05, these re-
sults were not statistically significant after adjustment
for multiplicity. These percentages translate to an av-
erage of 4.1, 3.9, and 6.3 MMDs, respectively. There-
fore, the percent reductions from baseline are 52.3%
(4.6 MMDs), 54.9% (4.7 MMDs), and 24.5% (2.1
MMDs), respectively (Fig. 2A).

During the 28 days of screening in PROMISE-2,
the average percentage of patients experiencing a mi-
graine on any given day was 57.5% in the eptinezumab
100-mg group, 57.4% in the eptinezumab 300-mg
group, and 58.0% in the placebo group, representing
16.1, 16.1, and 16.2 MMDs, respectively, when multi-
plied by 28 days. The percentages of patients with a
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Fig. 1.—Mean change from baseline in monthly migraine days (MMDs) over weeks 1-12 (primary endpoint) in (A) PROMISE-1 and
(B) PROMISE-2. Data originally published in Ashina M, et al, 2020 (PROMISE-I)l7 and Lipton RB, et al, 2020 (PROMISE-Z).18
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Fig. 2.—Average daily percentage of patients experiencing migraine in (A) PROMISE-1 and (B) PROMISE-2. Values for weeks
(wks) 1 through 4 calculated as the average daily percentage of patients with a migraine during that week. Normalization to average
monthly days was achieved by multiplying the daily percent by 28 days. Data for PROMISE-2 originally published in Lipton RB,
et al, 2020 (PROMISE-2).'® Baseline (BL, average over the 28-day screening period).

migraine on the first day after dosing were 28.6% in the
eptinezumab 100-mg group (P <.001), 27.8% in the ep-
tinezumab 300-mg group (P < .001), and 42.3% in the
placebo group; these reductions were statistically sig-
nificant after adjusting for multiplicity. These percent-
ages translate to 8.0, 7.8, and 11.8 MMDs, respectively,
and represent reductions from baseline of 50.3% (8.1
MMDs), 51.6% (8.3 MMDs), and 27.1% (4.4 MMDs),
respectively (Fig. 2B).

Closed Testing From Day 84 to Day 1.—All tests
from days 1-84 through day 1 alone in both studies and

for both doses achieved nominal significance, indicat-
ing that eptinezumab was effective beginning on day
1 and throughout the entire dosing interval. Figure 3
illustrates the results of the closed testing procedure for
PROMISE-1 and PROMISE-2. The top of each graph
presents the mean MMDs for each treatment group.
Notably, the curves are very stable on the left, but be-
come more variable on the right; this is because each
increment in the curves represents removal of 1 day,
which has less influence when going from longer inter-
vals (days 1-84 to 1-83) vs shorter intervals (days 1-2 to
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Fig. 3.—Closed testing evaluation of the onset of effect in (A) PROMISE-1 and (B) PROMISE-2.

day 1). However, the reductions from baseline for both
doses of eptinezumab were greater than the reduction
for placebo across the entire curve. In addition, the
P values for each analysis are presented as circles near the
bottom of the graph. As shown, every P value for both

studies was <.05. In PROMISE-1, the mean change
from baseline in MMDs for the primary endpoint pe-
riod ranged from 3.9 to —4.9 for eptinezumab 100 mg,
from —4.1 to —4.9 for eptinezumab 300 mg, and from
-2.2 to -3.2 for placebo across the dosing interval.
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Table 2.—Closed Testing Evaluation of the Onset of Effect for Select Intervals (Full Analysis Population)
PROMISE-1 (Episodic Migraine) PROMISE-2 (Chronic Migraine)
Eptinezumab Eptinezumab Eptinezumab Eptinezumab
100 mg 300 mg Placebo 100 mg 300 mg Placebo
Change From Baseline in MMDs (n=221) (n =222) (n =222) (n = 356) (n =350) (n = 366)
Days 1-84 (Weeks 1-12)
Estimate mean -39 -4.3 -3.2 =7.7 -8.2 -5.6
Mean difference from placebo -0.7 -1.1 -2.0 -2.6
95% CI -1.3,-0.1 -1.7,-0.5 -2.9,-1.2 -3.5,-1.7
P value .018 <.001 <.001 <.001
Days 1-28 (Weeks 1-4)
Estimate mean -4.0 -4.1 -2.8 -7.5 -8.2 =52
Mean difference from placebo -1.2 -1.4 =23 -3.1
95% CI -1.9,-0.5 -2.0,-0.7 -32,-14 -4.0,-2.2
P value <.001 <.001 <.001 <.001
Days 1-7 (Week 1)
Estimate mean -4.1 —4.5 -2.9 =72 =79 -4.6
Mean difference from placebo -1.3 -1.7 -2.6 -33
95% CI -2.2,-0.3 -2.6,-0.7 -3.7,-1.5 —44,-2.
P value .009 .001 <.001 <.001
Days 1-3
Estimate mean —4.9 -4.9 -3.0 -7.9 -8.2 -5.4
Mean difference from placebo -1.9 -1.9 -2.5 -2.8
95% CI -3.1,-0.6 -3.1,-0.6 -3.9,-1.2 -4.2,-1.5
P value .004 .004 <.001 <.001
Days 1-2
Estimate mean —4.6 -4.9 -2.6 =7.7 -8.4 -5.0
Mean difference from placebo -2.0 -2.3 -2.8 -34
95% CI -3.5,-0.6 -3.7,-0.8 —4.3,-1.2 -4.9,-19
P value .007 .002 <.001 <.001
Day 1
Estimate mean —4.5 -4.7 -2.2 -8.0 -8.2 -4.3
Mean difference from placebo -2.2 -2.5 -3.8 -4.0
95% CI -4.1,-0.3 —4.4,-0.6 -5.6,-2.0 -5.8, 2.1
P value .021 .010 <.001 <.001
CI = confidence interval; MMDs = monthly migraine days.
In PROMISE-2, the mean change from baseline in ~ DISCUSSION

MMDs ranged from -7.2 to —8.0 for eptinezumab
100 mg, from —7.9 to —8.2 for eptinezumab 300 mg, and
from —4.3 to —5.6 for placebo across the dosing inter-
val. At pivotal moments during the first dosing interval
(weeks 1-4, week 1, days 1-3, and day 1), eptinezumab
demonstrated similar reductions from baseline, with
placebo consistently demonstrating smaller reductions
(Table 2; Fig. 4). These reductions were similar to the
results of the prespecified primary and key secondary
efficacy endpoints.

In the phase 3 studies for eptinezumab, a prespeci-
fied endpoint was included — unique to preventive mi-
graine studies — to capture the percentage of patients
with a migraine headache on day 1 after initial dos-
ing. Here, we demonstrate evidence that the maximal
preventive treatment effect of eptinezumab can be ob-
served as early as 1 day after IV administration and is
sustained for 12 weeks. This closed testing analysis of
the PROMISE studies further characterizes the pre-
ventive effect of eptinezumab observed in the primary
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Fig. 4.—Closed testing evaluation of the onset of effect for select intervals in (A) PROMISE-1 and (B) PROMISE-2. *P < .05 vs

placebo (nominal).

PROMISE reports'*'® — that is, in addition to the onset
of a preventive effect observed on day 1, the onset of the
optimal treatment effect may be seen as early as the first
day after the administration of the treatment. Working
backward from the primary endpoint (weeks 1-12 [days
1-84]), nominally significant differences vs placebo
were observed for every interval tested through day 1
alone. When the percentage of patients with a migraine
on any given day in the study, beginning on day 1 after
the initial dose, was normalized to average MMDs, the
result corresponded to the primary efficacy analysis of

reduction in MMDs during weeks 1-12. Thus, the sup-
pression of CGRP biology in patients with migraine
can start within the day after the IV dose and be sus-
tained over the entire 12-week dosing interval.

The high binding affinity and slow dissociation of
the eptinezumab mADb,*??* combined with its mean
terminal elimination half-life of 27 days, allow eptine-
zumab to be delivered every 12 weeks.'* Eptinezumab
is delivered by a 30-minute IV administration with
rapid attainment of maximum plasma concentration
by the end of IV administration.'*
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Based on the generally delayed onset of traditional
migraine preventive therapies and variability in time
required to receive maximal benefit, current treatment
guidelines for migraine prevention recommend 2 to
6 months to establish efficacy in clinical practice.(”25
In addition, most oral preventive treatment options re-
quire gradual titration to a target dose over weeks or
months in an effort to minimize side effects. After the
gradual onset of efficacy once a target dose is achieved,
it may take an additional 2 to 6 months to achieve max-
imal efficacy. These are reasons why clinical trials of
preventive migraine treatments do not typically pre-
specify endpoints with early time points. In random-
ized, placebo-controlled trials of topiramate, onset
was defined as the earliest monthly time point when a
statistically significant difference was detected that per-
sisted through the remainder of the study, which was
found to be month 1 of treatment.’**® The primary
endpoint for the onabotulinumtoxinA pivotal trials
was at week 24, with no prespecified secondary end-
point attempting to determine earliest time to onset of
benefit.”” With the recent emergence of subcutaneously
injected CGRP mAbs, the majority of prespecified
endpoints in the phase 3 trials for the preventive treat-
ment of episodic and chronic migraine were captured
3-6 months after treatments were initiated.'%!31-21:3
Although these subcutaneously injected CGRP mAbs
have published evidence of early onset (within the
first week) of migraine preventive effect by calculating
separation from placebo in post hoc analyses,”!'?3!-3*
only one (galcanezumab) has published data from a
post hoc closed testing sequential analysis similar to
the one used herein.* Unlike the eptinezumab analy-
sis, the galcanezumab analysis pooled active doses and
used data from studies limited to patients with episodic
migraine. Additionally, the intervals used in the galca-
nezumab analysis were monthly, then each week within
the first month, and then days within the first week.
Because the eptinezumab analysis examined daily ef-
fect from day 84 to day 1, it not only demonstrates the
early onset of preventive effect, but also the sustained
preventive effect of each dose.

It is reasonable to expect that the early onset of
effect could also improve adherence to treatment,
as lack of perceived effect is a common reason for
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preventive therapy discontinuation.' In the Second
International Burden of Migraine, 24% of patients
with episodic migraine and 41% of patients with
chronic migraine discontinued preventive therapy
(time to discontinuation undefined), with 37-48% of
these premature discontinuations being attributed
to lack of efficacy.® Data from a more recent (2017)
retrospective claims analysis suggest that discontinu-
ation rates may be even higher, with 50% of patients
prescribed oral preventive therapies discontinuing
within 60 days of initiation, increasing to approx-
imately 75% by 6 months and 85% by 12 months.?
Furthermore, the evidence of a rapid and sustained
effect in the current study could provide important
reassurance to patients who fear that any initial re-
sponse might be fleeting. The maintenance of ef-
fect over the long term could potentially improve
adherence with therapy as well. Adherence rates in
observational studies of oral preventive medication
use indicate that adherence generally decreases over
time, with only 35-56% of patients adhering to pre-
scribed regimens at 12 months.*® Studies designed to
evaluate the impact of the early onset of preventive
treatments on daily life are needed.

Study Strengths and Limitations.—The alpha-con-
trolled day 1 endpoint to assess efficacy onset in both
phase 3 PROMISE trials was the only prespecified
endpoint evaluating the time of efficacy onset as the
day after initial treatment in migraine prevention tri-
als. The closed testing procedure used to support this
endpoint was defined post hoc; therefore, the results
must be considered preliminary due to the limitations
inherent in post hoc analyses. However, the find-
ings are strengthened by the fact that they are post
hoc analyses of predefined endpoints using predefined
methodology and that P < .05 had to be repeatedly
achieved, thus, controlling for multiplicity — that is,
this method tests the null hypothesis H. if and only if
all preceding hypotheses have also been rejected. Like
all migraine preventive trials, the sustained response
over 12 weeks is based on the population response.
Future analyses evaluating individual patient-level
responses over time are necessary to determine the
clinical relevance of these findings for an individual
patient.
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CONCLUSION

In patients with episodic or chronic migraine, the
migraine preventive effect of eptinezumab is rapid,
with efficacy observed as early as day 1 after dosing,
and sustained, with a similar magnitude of efficacy
observed across the treatment period of 84 days.
This rapid preventive benefit fulfills an important
and unmet treatment need among many patients
with migraine, as well as could improve adherence to
treatment, patient satisfaction, and suppression of
migraine activity to a greater degree than seen with
currently available therapies for episodic and chronic
migraine. Moreover, the statistical analysis described
in this article potentially offers the opportunity to add
a new and meaningful dimension to defining success-
ful preventive medications.
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