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Table 1. 275% Migraine Responder Rates in PROMISE-1 and PROMISE-2

Figure 1. Monthly 275% Migraine Response in Patients Achieving 275% Migraine Response over Weeks 1-12 in (A) PROMISE-1 and (B) PROMISE-2
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"  Eptinezumab is a humanized monoclonal The 275% migraine responder rates PROMISE-1 (EM), n/N (%) 49/221(22.2) _ 66/222 (29.7) __ 115/443 (26.0) _ 36/222 (16.2) (EM) (CM) This post hoc subgroup analvsis of data
antibody that specifically and strongly binds (MRRs; ie, percentage of patients with P value vs placebo 0.1126 0.0007 80 HEpti 100 mg (n=49) MEpti 300 mg (n=66) MEpti Pooled (n=115) MPlacebo (n=36) 80 HEpti 100 mg (n=95) MEpti 300 mg (n=116) MEpti Pooled (n=211) WPlacebo (n=55) p g p y
calcitonin gene-related peptide, preventing it from >75% reduction in monthly migraine days) over PROMISE-2 (CM). n/N (% 95/356 6.7 116/3;50 331 5717706 (29.9 557366 (15.0 n |
binding to its receptor, and is indicated for the Weeks 1-12 with eptinezumab were similar in Pva\ue(vs p)l’ar::eb(() ) 0 OOE)W ) <0 0051 1) (299) (150) ‘2 70- ‘g 704 70% 66% 68% from PROM ISE'1 and PROMISE'2

o 4 o 3 . . .
preventive treatment of migraine in aduls. bm? Stfd'efh EM26 /"(;”EESM'SEER;MSE 5 Combined (EN*CM), n/N (%) 144/577 (25.0) __182/572(318)  326/1149 (28.4) _ 91/588 (15.5) 2 55% 2 evaluated the consistency of 275%

" In the pivotal phase 3 trials, PROMISE-1 (patients wi ! CM) and e S M, chronic migraine: EM, episodic migraine: MRR, migraine responder rate w 60 o 499 50% ® 601 51% . . ey
and PROMISE-2. eptinezumab 100 mg and (patients with GM)—and were greater than i ' ) o o o g 42%.29% 140, ° 45% 47% o 5 o migraine response over Weeks 1-12 within
300 mg demonstrated rapid and sustained placebo (~16% across studies). Table 2. Baseline Demographics and Clinical Characteristics of 275% s 0 0 39% s 42% . .
reductions in migraine frequency in patients It has been suggested that this threshold Migraine Responders o 40 o 404 % " % and acCross dOS|ng Intel’vaIS, and assessed
with episodic migraine (EM) and chronic represents a “tipping point” in migraine (o] o) 28% 29% 29% i (o) 1 i
migraine (CM).%% prevention, with patients achieving 275% MRR ..g 30+ ..g 30+ the ImpaCt Of 275 /0 mlgralne response on

i i Pooled R

in a phase 2 e.ptmezumab stqdy experiencing oole ° 204 ® 20 PROS Captured in eaCh Study.

much greater improvements in patient-reported PROMISE-1 (EM), n 2 o o o, 8% 8 o

outcomes (PROs) than patients with lower Mean age, years (SD) 391 (12.2) 401 (11.2) 39.7 (116) 37.3 (11.) & 104 6% 6% 6% & 101 20, 4% 3% 7% 0 )

thresholds of response.® Sex: Female, n (%) 39(796) 57 (864) 96 (83.5) 32(88.9) o | T —— 28.4% of eptinezumab-treated (100 mg or

- - Race, n (%) n 3 4 7 3 27 29 56 16 19 33 52 17 n 2 5 7 4 27 34 61 23 66 77 143 28 300 mg) patlentS aCh|eVed >750/0 m|gra|ne
White 43 (87.8) 58 (87.9) 101 (87.8) 26 (72.2) =
Objectlve Black or African American 2 (4.1) 7(10.6) 9(7.8) 9 (25.0) 10of3 20f3 30f3 10f3 20f3 30f3 response over Weeks 1_12 com ared Wlth

Other 4(82) 1(15) 5(4.3) 1(2.8) Number of Study Months (4-week intervals) Number of Study Months (4-week intervals) P > P

®  To confirm the impact of experiencing a 275% reduction from baseline in monthly migraine days on | Mean (SD) BMI kq/r_nz _ 28.0 (1.5) 29.8 (1.3) 29.0 (7.4) 293 (6.7) 1 55% Of placebo patlents.

other aspects of migraine in a larger study population. Mean (SD) age at dlagno.3|s,.years 19.9(9.2) 21.0 (9.4) 20.5(9.3) 24.9(9.9) R e v I e e o ek 12 A oty o et St e o £ e o e e a2 O e e, e e o
pligF el 103(110) 1900112  tert)  124@0 S p - A y - 9 B Across studies, >90% of patients with
] H
M th d Mean (SD) baseline migraine days 8.8 (2.9) 8.5(2.9) 8.6 (2.8) 8.3 (3.1) 0 . H
e o s Mean (SD) baseline headache days 10.0 (2.7 10.4 (3.3 10.3 (3.1 9.9 (34 275 /0 mlgralne response over WeekS 1_12
PROMISE-2 (CM), n 95 116 211 55 : : . 0, : : : : Py 0, : : : : : i 0,

= PROMISE1 (NCT02559895)%* a phase 3 A daily eDiary was used throughout each e ot o (5] X TiF 21 (o) a2aii0n) 5395119 Figure 2. Subsequent Infusions With 275% Migraine Response in Patients Achieving 275% Migraine Response During the First Infusion (Weeks 1-12) achieved a monthly =275% MRR for 22 of
randomized, double-blind, placebo-controlled, study to obtain a daily report (irrespective Sex: F le, n (% 80 (84.2 102 (87.9 182 (86.3 50 (90.9 . A Rvh g q
multiple-dose study of eptinezumab (30, 100, of headache oceurrence) and o capture Ri)‘(:e EI'(T;Z)E n (%) (84.2) (87.9) (86.3) (90.9) 100 m Eptinezumab 100 mg m Eptinezumab 300 mg Eptinezumab Pooled Placebo 3 individual Study months dunng that perIOd.
or 300 mg IV every 12 weeks x 4 doses) in headache events and migraine days. White 90 (94.7) 108 (93.1) 198 (93.8) 27 (35.5) ] , o o

i . . - - : : | f i 0
adults with EM. - Reductions in monthly migraine days were Black or African American 5 (5.3) 6 (5.2) 11 (5.2) 6 (10.9) @ 90 83% 80% 81% 3 81% 8% 85% 87% In patlents W|th EM and CM, >7O /0 and

" PROMISE-2 (NCT02974153)%% a phase 3 based on the reduction in the number Other 0 2 (1.7%) 2(0.9) 2(36) c 80 76% 0 76% ° 3 0 i intai >7E50
randomized, double-blind, placebo-controlled, of migraine days recorded in the eDiary Mean (SD) BMI, kg/m? 263 (@1) 26.5 (4.9) 26.4 (4.5) 281 (5.3) o 70 o 73% 74% 72% 74%  73% 73% 67% ° | >80%, respectively, maintained 275%
multiple-dose study (100 or 300 mg IV every during the baseline period compared with Mean (SD) age at diagnosis, years 241 (10.1) 23.0(9.4) 23.5(9.7) 23.2(10.0) ® 2 0 : ] i ]

12 weeks x 2 doses) in adults with CM. the average monthly number of m\.graine Mean (SD) cTLquationB% migraine 19.7 (12.4) 181 (11.3) 18.8 (11.8) 16.7 (13.0) e: 60 - mlgralne response over the Second dOSIng

= Data from patients treated with eptinezumab days recorded over the treaiment interval. diagnosis, years - : : : i i i i i o 50 Intel’val (Weeks 1 3—24)

100 mg, 300 mg, or placebo who achieved a Both studies captured the 36-item Short- Mean(SR)iaticoichicnic 10.3 (12.3) 10.8 (11.0) 10.6 (11.6) 13.2 (12.5) o 1 |
275% MRR over Weeks 1-12 were included in Form Health Survey (SF-36; v2.0) at site visits migraine, years g 40 | : In patients with >75‘V migraine response
this post hoc analysis. throughout the study, and PROMISE-2 also Mean (SD) baseline migraine days 15.7 (4.2) 15.0 (4.4) 15.3 (4.3) 17.0 (4.5) E 30 p = 0 g p
— Forthe purposes of this analysis, only captured th_e 6-\_tem l_—|_eadache Impact Test Mear\ (SF)) baseline headache days 19.6 (2.5) 20.0 (3.1) 19.8 (2.9) 21.2(2.9) 8 q over WeekS 1_1 2, Clinica”y meaningful
. N (HIT-6), patient-identified most bothersome Medication-overuse headache 20 '
patients receiving 100 mg or 300 mg PIMBS d Patient Global di . o 38 (40.0) 44 (37.9) 82 (38.9) 21(38.2) B b : o
doses of eptinezumab were included; symptom (PI- ). and Patien obal iagnosis, n (%) o 10 ' Improvements were Observed fOI‘ SF'36
therefore, any “eptinezumab pooled” Impression of Change (PGIC) at site visits A 275% migraine responder was defined as a patient who achieved a 275% reduction in mean monthly migraine days over Weeks 1-12. BMI, body B 66 66 66 : 116 . . .
groups included those two dose levels. throughout the study. mass index: CM, chronic migraine; EM, episodic migraine; N/A, not applicable; SD, standard deviation o/ n ‘ ‘ 49 ; ‘ doma|ns across pahents W|th =\Y! and CM’

Results

Descriptive stafistics were used to evaluate the Table 3. Change From Baseline to Week 12 in SF-36 Bodily Pain, Social Infusion 2 Infusion 3 Infusion 4 3 Infusion 2 as well as for HIT-6, PI-MBS, and PGIC in
t f 275% MRR with d ) )

ot mionals, as well as the changes 1 Functioning, and Role-Physical Domains in 275% Migraine Responders (Weeks 13-24) (Weeks 25-36) (Weeks 37-48) (Weeks 13-24) patients with CM

patient-reported outcomes. PROMISE-1 PROMISE-2 :

Eptinezumab | Eptinezumab | Eptinezumab
100 mg 300 mg Pooled

Placebo

PROMISE-1 (EM), n

Bodily pain
Baseline, mean (SD) 46.2 (10.0) 48.5(9.3) 47.5 (9.6) 50.6 (8.5) . . . . . . . CO N C LU S I O N S
- >75Y - -
* A total of 326/1149 (26.4%) eptinezumab- Patients with CM generally reported severely Week 12, mean (SD) 507 (8.3) 54.7 (7.2) 53.0(77) 53.4.(8.5) Figure 3. Responses to HIT-6 Iltem 1 (Severe Pain) in 275% Migraine Responders Over Weeks 1-12 in PROMISE-2 at (A) Baseline and (B) Week 12
treated patients achieved 275% MRR over impacted quality of life (scores below 1-2 Change from baseline, mean (SD) 6.7(7.8) 5.9(7.7) 6.2(7.7) 3.0 (9.6)
Weeks 1-12 across studies compared with standard deviations from the mean) at baseline Social functioning . . e .
91/588 (15.5%) placebo patients (Table 1). (Table 3). Baseline, mean (SD) 50.6 (8.2) 51.4 (8.1) 511 (8.1) 51.6 (8.4) A. Baseline B. Week 12 More patients receiving eptlnezumab
. : _  Atweek 12, SF-36 scores across the Week 12, mean (SD) 53.9 (5.1) 53.9(6.3) 53.9 (5.8) 53.3(6.3) X _ X _ _ _ X _ X _ _ i > (o) 1
Z:/‘:‘hc‘z\S:Egin}:;;i‘snsfdpi?sg(:\F,)Vrilt‘f]s:;gij domains increased 8.1-10.1 points for Change from baseline, mean (SD) 3.2 (7.5) 2.2 (7.1) 2.6 (7.3) 2.4 (8.0) BEpti 100 mg (n=95) B Epti 300 mg (n=116) MEpti Pooled (n=211) MPlacebo (n=55) MEpti 100 mg (n=95) MEpti 300 mg (n=116) MEpti Pooled (n=211) MPlacebo (n=55) aCh|eved a —75 /0 MRR Compared W|th
2>75% . . n . .
migraine responders over Weeks 1-12 were bodily pain, 6.0-8.4 points for social Role-physical 70 - 70 - p|aceb0 across pat'ents W|th EM and
9 P ioni i Baseline, mean (SD) 49.1 (8.9) 50.1(7.9) 49.7 (8.3) 50.9 (7.0)
similar across treatment arms, with slight funct.lomng, and 7.1-8.6 points for role- . (8. A (7. .7 (8. 9 (7. U] 0% 0% 8 CM d h I | f . d
differences in the PROMISE-1 and PROMISE-2 physical domains. Vgiek szmeas (Stl’_) = 543-78 (76;3) 534-92 (7550) 5:? (75-77) 522;’ g3-75) S 60 » 7%, S 60 | , and that level of response remaine
populations (Table 2). For CM patients with 275% MRR during Weeks PROMISZ.Cn aseline. neal “OF Py Tyrn S -g 50 | ‘g 50 | 5 |arge|y Consistent across 24 to 48 Weeks
—  Patients in PROMISE-1 were younger and 1-12, the mean (standard deviation) change Bodily pain o a 44%
with a smaller proportion of white patients from baseline to Week 12 in HIT-6 total score Boseline moan (SD) 0708 YIRNCE) 0705 YPRTER) w40 1 40% £9,38% = 40 1 8%38% B — of treatment.
and a higher mean body mass index; the in the pooled eptinezumab group was —11.7 Week 12. mean (SD) 292 (8.1) 50.2 (7.6) 297 (1.8) 50.9 (7.8) g g 32% 299%
clinical relevance of these differences (8.2) points. . : T E s : ) T 9 ° . . s
Change from baseline, mean (SD 9.4 (97 101 (9.2 9.8(94 8195 o 30 - 27% o 30
is undetermined. — At Week 12, 136/211 (64.5%) eptinezumab- Social funcgtioning — S s 04) 8.5 8 8 21% For patlents with CM aChleVlng =75 M RR,
= Across studies, >90% of these patients achieved treated patients with 275% MRR had itfle Baseline, mean (SD) 72.6(10.8) 73.0 (0.7) 72.8(102) 771 (10.3) S 201 s 207 . 15% L clinically meaningful improvements in
a monthly 275% MRR for >2 of 3 individual fo.n0 or some headache-felated e impact Week 12, mean (SD) 511 65) 511 (74) 511072 520(64) g 101 ; 7% © 10 Llowen o 7% - o
study months during Weeks 1-12, suggesting (HIT-6 total score). Change from baseline, mean (SD) 8.4(95) 8.0(91) 82(93) 6.0(101) o . 6% 4% 3% 4% o 1 y PROs indicated substantial improvements
. e ' . A O DERCING 1 0 o 0% 0% 0% 0% 2% 1% 1% o m 1% 2% 1%
consistency of response within the first dosing On item 1 of the HIT-6 (ie, frequency of severe Role-physical 0 PR TR eem . . , . 0 - ; ! . ) i li f life. h h | lif
interval (Figure 1). pain during headache), the percentage of Baseline, mean (SD) 42.3(9.0) 42.2 (8.7) 42.2(8.8) 44.7 (9.8) n0O 0 0 0 2 1 3 3 38 42 80 15 51 69 120 33 4 4 8 4 n1 7 17 6 30 51 81 21 34 41 75 8 20 15 35 16 1.2 3 4 in qua |ty or i e, eadac e-re ated e
. iarai tinezumab-treated patients reporting very Week 12, mean (SD) 49.4 (6.8) 50.7 (6.9) 50.1(6.9) 53.4 (4.3) : : 1
"  The consistency of 275% migraine response over ep i 2 .
Woske 13 54 s simrlar botweon tontment often or always decreased from 60.7% (baseline) Chanas from baselin. mean (5D) 71 07] 8566.0) 799.0) 5.46.6) Never Rarely Sometimes  Very often Always Never Rarely Sometimes  Very often Always impact, and symptomatology
arms, with >70% of EM and >80% of CM patients to 18.0% (Week 12) (Figure 3). A 275% migraine responder was defined as a patient who achieved a 275% reduction in mean monthly migraine days over Weeks 1-12. BMI, body
m.aintaining 275% MRR over Weeks 13—-24 More than 80% of eptinezumab-treated patients mass index; CM, chronic migraine; EM, episodic migraine; SD, standard deviation Item 1 of the 6-item Headache Impact Test (HIT-6) asked “When you have headaches, how often is the pain severe?” A 275% migraine responder was defined as a patient who achieved a 275% reduction in mean monthly migraine days over Weeks 1-12
(Figure 2). with 275% MRR reported much or very much
" In 275% migraine responders, patients with EM improvement on the Pl"\ﬂBS (1771211 [83'9%]>
generally reported normative levels (score of and ITGK: (178/511 [5(314_44 A;]) msasurt{%s- tS\m_liﬂr References Disclosures Acknowledgments
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