Randomized, Controlled Trial of Lasmiditan over Four Migraine Attacks: First Attack Findings
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* Lasmiditan is a selective serotonin (5-HT,) receptor agonist (ditan), « Overall trial summary - All primary and aated n (%) n(%) |OR(9%CH| n (%) | OR(95%CI) m Lasmiditan was superior to placebo for all gated endpoints and its overall safety and
Zprpgof:]egdbﬁt';hf’ FDA for the acute treatment of migraine, with or without ary P y ge Primary tolerability was generally consistent with that observed in previous Phase 3 lasmiditan
ura, i ults. : . : : . .
secondary endpoints were met (p<0.001 in all Pain freedom 2h* 37(84) | 108(25.8) | 3.8(2.6,5.7) 127(29.3) |4.6(3.1,6.8) studies. During the first attack, lasmiditan was superior to placebo for:
" In Phase 3 single migraine attack studies (SAMURAI and SPARTAN), the cases). Gated secondary — pain freedom beginning at 1h, with the effect sustained at 24 and 48h;
percentage of patients achieving pain freedom and MBS freedom at : : : lief beginni t 30 mi LTN 200):
2 hours post dose was significantly greater among patients receiving = Findings from the mITT population (excluding attacks Pain relief 2h 183 (41.3) | 274(65.4) 2.7(2.1,3.6) 283(65.2) |2.7(2.0,3.5) — pain relief beginning at 30 mins ( );
idi ivi : - - . in reli — Freedom from disability at 2h;
lasmiditan at all doses compared to those receiving placebo of mild severlty) were similar to those for the ITT Pain relief 1h 130 (29.3) | 204 (48.7) |2.3(1.7,3.1)| 205(47.2) |2.2(1.6,2.9) : ) y. : N
= This Phase 3 placebo-controlled study (CENTURION) was designed to population. Sustained pain freedom 24h 19 (4.3) 57(136) |35(2.1,6.00| 75(17.3) |4.7(28,7.9) - Pain freedom a.t 2h in triptan mSUff'C'em requnders. .
assess the efficacy, including first attack efficacy and consistency of Sustained pain freedom 48h* 19 (4.3) 39(9.3) |2.3(L1.3,4.0)| 67(154) |4.1(2.4,6.9) m These results confirm the early and sustained efficacy of lasmiditan.
response, and safety of lasmiditan in acute treatment of 4 migraine attacks = First attack findinas are shown in the adiacent table :
. . . . . . Pain freedom 1h*t 9 (2.0 25 (6.0 3.1(14,6.7 55 (12.7 7.0(3.4,14.4
with or without aura. Trial Registration Number: NCT03670810 9 : ain freedom (2.0 (6.0) ( ) (12.7) ( )
' _ _ _ _ - E in f d t 2h. the th ti . ith Pain freedom 2h, triptan insufficient responders 17 (8.8) 44 (24.0) |3.3(1.8,6.0)| 52(25.6) |3.6(2.0,6.4)
= The primary eqdp0|nts were pain freedom at 2h (flrst attack) and pain or p_a!n ree_ om a , tne therapeutic gain wi Disability free 2h 42 (9.5) 78(18.6) |2.2(15.33) 86(19.8) |2.5(1.7,3.7) Abbreviations: AE, adverse event; MBS, most bothersome symptom; PGIC, Patient Global Impression of
freedom at 2h in at least 2 out of 3 attacks (consistency of effect). lasmiditan (difference from PBO) was ~17% for LTN Change; PF, pain freedom; PR, pain relief; LTN, lasmiditan; PBO, placebo
o _ _ Other secondary
= Here, we present the findings from analysis of the first attack data. 100 and ~21% for LTN 200.
MBS free 2h 111 (28.0) | 152 (40.4) |1.7(1.3,2.4)| 154(39.0) |1.6(1.2,2.2)
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Tnot gated for LTN 100. p=0.004 for LTN 100 vs PBO in both cases
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Randomization | | Phonevisit | | Site visit Phone visit ROl m Across the study, the incidence of treatment emergent serious AEs was similar
visit After Attack At 2m At 3m N=1613 60— © ) : |
1 or at 1 Patient Elow across treatment groups - control, n=2 (0.4%) (both after treatment with PBO);
! Primary LTN 100, n=1 (0.2%), LTN 200, n=2 (0.4%); there were no major CV events
Treatment Treatment Treatment Treatment i ; i i
Screening End of Randomized and Treated ®  40- Gated l -+ LTN 200 consistent with ischemia.
visit l 248h 1 >48h l >48h 1 study visit N=1471 = ?Egﬁl”ggg e LTN 100 = The most frequent treatment emergent AEs (TEAESs) with lasmiditan in the first
i > 0 H H .
g ‘o PBO attack (2% in either dose group) are shown below:
[ S 204 Y 4
A4 \ 4 AT ] ] ]
Control Lasmiditan 100 mg Lasmiditan200mg | AT First Attack Findings PBO (N=500) LTN 100 (N=485) LTN 200 (N=486)
Randomized 1:1:1 to: Attack 1 Attack 2 Attack 3 Attack 4 Treated, N=500 Treated, N=485 Treated, N=486 | Y .- . .
0 | | % patients with 21 TEAE 22.4 53.0 61.1
LTN 100 (N=539) LTN 100 LTN 100 LTN 100 LTN 100 Rescue/Recurrence o 05 1 2 4 6 .
No second dose of study Discontinued, N=57 (11%) Discontinued, N=77 (16%) Discontinued, N=88 (18%) _ - Dizziness 4.6 22.3 26.5
LTN 200 (N=536) LTN 200 LTN 200 LTN 200 LTN 200 medication, but patients were . AE, 6 + AE, 36 * AE,38 Time (hours)
permitted to use their own « Lack of efficacy, 7 * Lack of efficacy, 8 * Lack of efficacy, 8 - Paresthesia 1.8 8.0 12.8
PBO PBO LTN 50 PBO unexcluded medication « Lost to follow-up, 10 » Lostto follow-up, 6 *+ Lost to follow-up, 6 Gated
Control (N=538) » . Non-compliance with drug, 3 + Physician decision, 3 + Non-compliance with drug, 2 100+ secondary - Fatigue 1.8 7.6 95
PBO PBO PBO LTN 50  Physician decision, 1 * Pregnancy, 1 * Pregnancy, 1 Gated
« Protocol deviation, 12 « Protocol deviation, 2 « Protocol deviation, 12 ate l _ Nausea 38 6.4 10.1
« W/D by subject, 17 » W/D by subject, 20 » W/D by subject, 20 80+ secondary ) ) ’
« Other, 1 e Other, 1 e Other, 1 Y l —— LTN 200 .
= The study had a modified parallel design enabling a comparison of the consistency of effect of two il % 60 . * — - Vertigo 0.2 4.9 6.8
idi = -o- LTN 100
doses of lasmiditan to placebo. ! ! ! .% * _ Somnolence 1.4 4.1 76
= Patient population: A history of disabling migraine (MIDAS] score 211) for at least 1 year; migraine ST S Completed study = oted stud Q 404 * P ity & --------------oToTA 4 -&- PBO H thesi 06 37 19
. 2.2 minrni - : , ompleted study, o PP - oesthesia : . :
onset before age 50; 3-8 migraine attacks/ m but <15 headache days/m during the past 3m. N=443 (89%) N=408 (84%) N=398 (829%) > . & yp
= Patients to record response to study drug at 0.5, 1, 2, 4, 6, 24, and 48h post dose using e-diary. 20- - Muscular weakness 0.4 3.3 4.5
= Statistical testing used a logistic regression model and graphical multiplicity methodology to /"‘ _ Asthenia 0.2 29 4.7
preserve overall type | error at 1-sided alpha level of 0.025 for the primary and gated secondary 0 T T T T | : : :
endpoints. o 05 1 2 4 6 - Feeling abnormal 0 1.6 2.7
= Safety population = patients who take at least 1 dose of study drug; Time (hours)
= Intention to treat (ITT) population = patients who treated a migraine attack (mild, moderate or Baseline Characteristics
severe) and had any pain severity assessment < 2h post dose; *p<0.01 vs PBO. p<0_001 for all gated endpoints S his URL
= Modified ITT (mITT) = patients who treated a migraine attack of at least moderate severity and had = Mean age 41 years; 84% female; 76% from Europe, 12% N. America, 12% Asia et : - - can or use this
_ ! =P 9 s _ » O 1 ’ - ’ ' Statistical testing not performed at timepoints after 2h https://lillyscience.lilly.com/congress/painweek2020
any pain severity assessment < 2h post dose. = Migraine history duration 12.9 years, MIDAS mean score 31.9. for a list of all Lilly content presented at the congress
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