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OBJECTIVE

The objective of this investigation was to assess whether the
outcomes of pain freedom or improvement to mild pain were
associated with the outcomes of most bothersome symptom
(MBS) freedom or functional disability freedom at 2 hours In

pooled data from SAMURAI (NCT02439320) and SPARTAN
(NCT02605174).

BACKGROUND

m Earlier trials on the acute treatment of migraine used pain
relief at 2 hours as a primary efficacy outcome; pain freedom
IS now the primary measure of efficacy.1?

m Freedom from pain at 2 hours after treatment is a clinically
relevant endpoint and reflects patients’ expectations.?

Methods

m Post hoc analysis of patients from the modified intent-to-treat
population? iIn SAMURAI and SPARTAN.
m All treatment arms (50mg [SPARTAN only], 100mg, 200mg
lasmiditan and PBO) were pooled for these analyses.
m Baseline parameters for inclusion:
— Moderate or severe pain
— Self-identifled most bothersome symptom (MBS = nausea,
phonophobia, or photophobia)
— Functional disability®
m Pain outcomesP defined as:
— Pain freedom - reduction In pain severity to none
— Improvement to mild pain — reduction in pain severity to mild
pain
— Continued moderate/severe pain- either remained at baseline
pain level or moved bidirectionally between those 2 pain levels
m Coexistence of the following outcomes with pain freedom or
Improvement to mild pain were examined:
— MBS freedom - absence of the self-identified MBS
— Migraine-associated functional disability freedom
— Patient Global Impression of Change

2The modified intent-to-treat population includes all randomized patients who took at least one dose of study drug, who recorded any
post-dose headache severity or symptom assessments, and who treated a migraine attack within 4 hours of onset.

b Unless otherwise noted, pain outcomes were assessed at 2 hours post-dose.

¢ Functional disability was assessed with the question “How much is your migraine interfering with your normal activities”. Response options
were “not at all”, “mild interference”, “marked interference”, “need complete bed rest”. Functional disability freedom was defined as having
“Not at all” recorded at 2 hours.

MBS= most bothersome symptom, PBO= Placebo

KEY RESULTS

Coexistence of Positive Outcome(s) With Pain Outcome
at 2 Hours

Proportion withradditiocnal'loutcomes at 2 hours Continued

Moderate/
Severe Pain

Pain Improved to

Number Freedom Mild Pain

of Qutcome(s) B B
N=913 N=864
outcomes N=1052

MBS free, n (%)
Functional disability free, n (%)

839 (91.9) 388 (44.9)* 108 (10.3)*
795 (87.1) 116 (13.4)* 12 (L.1)*

1
272
0) *
PGIC (much better/very much better), n% 790 (86.5) (31.5%)* 18 (1.7)
2 Both MBS free and disability free, n (%) 763 (83.6) 93 (10.8)* 3 (0.3)2
3 MBS free, disability free, and PGIC (much 633 (74.8) 64 (7.4)* 2 (0.2)2

better/very much better), n (%)
Neither MBS- nor disability freedom achieved, n (%) 42 (4.6)

Neither MBS free, disability free, nor PGIC (much
better/very much better) achieved, n (%)

453 (52.4)* 935 (88.9)*

16 (1.8) 356 (41.2)* 925 (87.9)*

*p<0.001 vs group with pain freedom at 2 hours.

& p-values calculated if there were 210 patients in numerator and = 10 in denominator.

Note: Data represent the total population (all treatment arms combined). p-values were generated from a two-sided test from a
logistic regression model with study, pain response group and background use of medication to reduce the frequency of migraines
as covariates. Firth's penalized likelihood approach was used to address issues of quasi-complete separation.

Results

Patient Baseline Demographics Across the Different Pain
Outcome Categories at 2 Hours

Continued
Moderate/

Improved to

Parameter. Mild Pain Severe Pain
N=864

N=1052

Age, mean (SD) 41.9 (12.9) 41.8 (12.1) 42.6 (11.8)

Female, n (%) 780 (85.4) 745 (86.2) 885 (84.1)
White, n (%) 711 (78.0)  734(85.0) 908 (86.3)
Body Mass Index, mean (SD) 30.3 (7.8) 30.4 (10.6) 29.9 (7.8)
Family history of Coronary Artery Disease, n (%) 277 (30.3) 251 (29.1) 346 (32.9)

Duration of migraine history years, mean (SD) 17.2 (12.6) 19.0 (12.8) 20.0 (12.8)

Average migraine attacks/month in past 3 months,

mean (SD) 5.1 (1.6) 5.2 (1.9) 5.4 (2.1)

Use of migraine preventive medication?, n (%) 155 (17.0) 186 (21.5) 252 (24.0)

aBased on the question 'Is the subject currently using medications to reduce the frequency of migraine episodes?' asked during
randomization.

Notes: Pain response groups are patients with pain freedom, mild pain, or continued moderate or severe pain at 2h. Data represent the
total population (all treatment arms combined).

Proportion of Patients With Each Outcome Combination
At 2 Hours Analyzed With the 2 by 2 Matrix

MBS Free

Disability Free

Odds Ratio =35.5 Odds Ratio=64.0

Yes Yes

- 839(28.4%) 74 (2.5%)
m 496 (16.8%) 1550 (52.4%)

- 795(26.9%) 118 (4.0%)

Pain Free Pain Free

m 195 (6.6%) 1851 (62.6%)

MBS Free Disability Free

Odds Ratio=1.0 Odds Ratio=0.2

Yes Yes

[l o R 388(13.1%) 476 (16.1%)
SHIGEIn m 947 (32.0%) 1148 (38.8%)

Tl iy i 116 (3.9%) 748 (25.3%)
MIEREILE T 674 (20.5%) 1221 (41.3%)

The odds of being MBS free was 35.5
for patients with pain freedom at 2h vs
1.0 for patients with mild pain.

The odds of being disability free was
64.0 for patients with pain freedom at
2h vs 0.2 for patients with mild pain.

Notes: The denominator is the total population (all treatment arms combined). Odds ratios were calculated using a
Cochran-Mantel-Haenszel test with study as strata.

Baseline Migraine Characteristics Across the Different
Pain Outcome Categories at 2 Hours

: Continued
Pain Improved to Voderate/
Migraine Baseline Characteristic Freedom Mild Pain .
N=013 N=864 Severe Pain
- - N=1052
Time to dosing hours, mean (SD) 1.0 (1.7) 1.29 (1.69) 1.25 (1.56)
Pain severity, n (%)
Severe 230 (25.2) 170 (19.7) 390 (37.1)
Moderate 683 (74.8) 694 (80.3) 662 (62.9)
Migraine-associated symptoms, n (%)
Photophobia 726 (79.5) 713 (82.5) 903 (85.8)
Phonophobia 600 (65.7) 576 (66.7) 740 (70.3)
Nausea 384 (42.1) 395 (45.7) 556 (52.9)
Migraine-related functional disability?, n (%)
Need complete bedrest 131 (14.3) 112 (13.0) 245 (23.3)
Marked interference 489 (53.6) 521 (60.3) 612 (58.2)
Mild interference 293 (32.1) 231 (26.7) 195 (18.5)

& Functional disability was assessed with the question “How much is your migraine interfering with your normal activities”. Response
options were “not at all”’, “mild interference”, “marked interference”, “need complete bed rest”. Patients who recorded “Not at all” at time of
dosing were excluded from the analysis.

Notes: Pain response groups are patients with pain freedom, mild pain, or continued moderate or severe pain at 2h. Data represent the
total population (all treatment arms combined).

CONCLUSIONS

m Pain freedom was frequently associated with MBS
freedom and a return to normal activities

m Majority of patients who were pain free were also MBS free
and disability free

m Pain freedom was more closely related to all other outcomes
(MBS freedom, functional disability freedom, PGIC
(much better/very much better) than improvement to mild pain
(p<0.001 for all outcomes)
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