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Introduction

= Alongside headache pain, clinical manifestations defining
migraine include nausea, photophobia, and phonophobia.'2
— Assessment of the impact of treatment on these cardinal
features forms the basis of many migraine clinical trials.3

= However, many patients with migraine report

additional, less acknowledged symptoms, including

allodynia, anorexia, vestibular disturbances, psychiatric

manifestations, neck pain, cognitive dysfunction,

osmophobia, and fatigue.+5

— The impact of investigational treatments on these
symptoms is often not evaluated in clinical trials,* even
though they may influence satisfaction with migraine
treatment,s which in turn contributes to therapeutic
persistence/adherence.”
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At Week 12, patients rated the overall improvement from
baseline in their PI-MBS on an ordinal scale (1=very much
worse, 2=much worse, 3=minimally worse, 4=no change,
5=minimally improved, 6=much improved, and 7=very
much improved).

= To evaluate whether relationships between PI-MBS
improvement and other PROMs remained similar across
differing symptom types, we conducted a sensitivity
analysis in which symptoms were reduced into three
broad classes.

— Pain-related: eye pain, headache, pain, pain-anatomical,
pain with activity, and throbbing/pulsation

— Cardinal: nausea/vomiting, sensitivity to light, and
sensitivity to sound

Results

Patients and PI-MBS at Baseline

= Atotal of 1072 adults with CM participated in PROMISE-2
(mean age 40.5 years; 88.2% female; 91.0% white). The
mean age at migraine diagnosis was 22.5 years, the mean
duration of CM was 11.8 years, and the mean number of
migraine days during screening was 16.1.8

= Patients reported a total of 23 unique PI-MBS (Table 1).
More than 80% of patients identified a symptom that fell
within either the pain-related (43.1%) or cardinal (41.0%)
PI-MBS classes.

Table 1. Categories of PI-MBS at PROMISE-2 Screening

Classes of PI-MBS
= There was preliminary support for pooling PI-MBS over

three classes: pain-related, cardinal, and other.

= Demographics and baseline clinical characteristics

stratified by PI-MBS class are shown in Table 2.

— PI-MBS classes did not differ with regard to sex
(P=0.3282), age of migraine diagnosis (P=0.5122), or
screening migraine days (P=0.5298).

— While the PI-MBS classes did statistically differ by
age (P=0.0164) and duration of migraine diagnosis
(P=0.0110), the numerical differences were small and did
not appear clinically meaningful.

Table 2. Demographics and Baseline Clinical
Characteristics in PROMISE-2 Grouped by PI-MBS Class

Convergent Validity and Regression Analyses

= Correlations among PI-MBS improvement and changes
in theoretically related PROMs at Week 12 are shown in

Table 4.

— PI-MBS improvement at Week 12 was significantly
correlated with changes or improvement on all other
PROMs evaluated (P<0.0001).

— The magnitudes of the correlations were closely aligned
with clinical theory, with strong correlations between
PI-MBS improvement and changes in headache-/
migraine-specific outcomes (HIT-6 total scores and
MMDs; r~0.5) and weaker correlations between PI-MBS
improvement and changes in more general (less CM-
specific) PROMs (SF-36 PCS, SF-36 MCS, and EQ-5D-
5L VAS; r=0.21-0.35).

— The correlation between PI-MBS improvement and

KEY POINTS

m For the novel patient-identified most bothersome symptom
(PI-MBS) measure captured in PROMISE-2, instead of patients
selecting their MBS from a predefined list of potential
associated symptoms, each patient was asked to self-identify
their most bothersome migraine-associated symptom using an
open-ended question.

The results of these analyses suggested that the 23 total
unique symptoms identified by patients could be pooled into
a single PI-MBS measure.

PI-MBS improvement at week 12 correlated in expected ways
with changes in MMDs, HIT-6, PGIC, EQ-5D-5L, and SF-36 at
week 12 (all P<0.001).

The finding that PI-MBS improvement at week 12 consistently
predicted improvement on PROMs, controlling for MMD
changes, suggests that the PI-MBS may provide utility for
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Note: PI-MBS classes did not significantly differ in reported improvement based on ordinal proportional odds (x%2) = 3.12,
P=0.2099) or ANOVA model (F(2, 1022) = 1.91, P=0.1481) results.
PI-MBS, patient-identified most bothersome symptom

placebo was slightly smaller (0.31; P<0.0001).




