PF108L8 Eptinezumab Results for the Prevention of Episodic Migraine Over 1 Year in the

PROMISE-1 (PRevention Of Migraine via Intravenous eptinezumab Safety and Efficacy-1) Trial

Stephen Silberstein,’ David Kudrow,? Joel Saper,?> Marina Janelidze,* Timothy Smith,> David Dodick,®* George Chakhava,’” Kerri Wilks,® Barbara Schaeffler,? Roger Cady,® Joe Hirman,'? Jeff Smith™

1Jefferson Headache Center, Philadelphia, PA; “California Medical Clinic for Headache, Santa Monica, CA; *Michigan Headache & Neurological Institute, Ann Arbor, MI; 4S. Khechinashvili University Clinic, Tbilisi, Georgia; >StudyMetrix Research, LLC, Saint Peters, MO; ®Mayo Clinic, Phoenix, AZ;
"Multiprofile Clinic Consilium Medulla, Georgian Association of Medical Specialties, Tbilisi; 3MD Clinical, Hallandale Beach, FL; *Alder BioPharmaceuticals, Inc., Bothell, WA, "°Pacific Northwest Statistical Consulting, Inc., Woodinville, WA; "Alder BioPharmaceuticals Ltd, Dublin, Republic of Ireland

Introduction * Exclusion criteria included: Subject Disposition >50% Migraine Responder Rate Through 4 Infusions  Percentages of Subjects With a Migraine*
= Use of botulinum toxin and prophylactic headache medications SRiEZnED Over 1 Year Placebo  ® Eptinezumab 100 mg ® Eptinezumab 300 mg

. . . i 0 35 -
o . L . rior to (4 and 2 months, respectively) and during the 28-da Lol . L L ——L |

= Migraine is a highly prevalent, disabling, and costly neurologic P K -  TOSP Y) J y Full analysis population 222 223 221 222 888 . N | |

disorder’ screening perlod Week 12t 205 (91) 205 (92) 212 (94) 213 (95) 835 (93) 2 y Day 1 Reduction From Baseline
] : - : : . Week 24! 186 (83) 194 (87) 193 (86) 198 (88) 771 (86) 60 g - ! Eptinezumab 300 mg: 557%

. Calcitonin gene-related peptide (CGRP) is a neuropeptide Subjects completed an eDolary daily from screening visit Week 361 I A R 3 £ | Average (2oday) Eptinezumab 100 mg: 52%
that ol - tant role i : : thoohvsiol 2 through Week 48, with 90% Compllance Week 481 168 (75) 174 (78) 175 (78) 177 (79) 694 (77) ) D e | cubiects with |

at plays an important role in migraine pathophysiology g | —r ¢ 540 = —— |
Eotinozumab (ALD403) is an anti.CGRP 1gG1 monodlonal - Eligible subjects were randomized and returned to the study . e e B e £ Placebo O | givon daye ~30% |
- _ : _ B _ ) e - . . . > _ _ - ® Eptinezumab 100 mg = ] 0 :
antibody that rapidly and selectively binds to CGRP, inhibiting site on Day 0 for the 1st infusion, which occurred 229 to lost (o follow-up. oo 45(20) 30 (13) 32 (14) 34 (15) 141 (16) 20 ® Eptinezumab 300 mg = :
s bi - TRIRE <35 days after the screening visit 2 .
its biological activity Other 3 (1) 8 (4) 7(3) 3 (1) 21 (2) : & .
Eptmezumab u SUbJeCtS randomlzed and dosed Were to Cont|nue |n the Study *I/nctl)udezall sfult|>jec:tsI who recelivted ep_)ljtlizrfEu[[nabtor pltacebo; TSl:bjgcts who atttended each visit; % based on all randomized subjects; 0 lNFUS|ON,1 INFUSION,Z INFUSION,3 IN,FUSION ,4 -g‘ 15 - :
d . 1% based on full analysis population. , treatment-emergent adverse event. 0 1 2 3 4 5 6 7 8 9 10 11 12 N ,
: - - : . : - for 56 weeks |
 Binds the CGRP ligand with high affinity, resulting in potent and M - - - Month |
. . - . , . - . . . ean Chan e In Monthl MI ralne Da s *Stratified Cochran-Mantel-Haenszel test used for statistical analysis; Tp= mg vs placebo/Weeks 1-12); p= mg Vs I' ' ' : '
sustained inactivation of CGRP = Treatment included 4 iv infusions of eptinezumab or placebo Weeks 1 129! Prima Er¥ d ogint y placebounad usiedeeks 1012y oo Leed tor statistical analysis: Tp=0.0001 (390 mg v placebofiecks 1=12); p=0.0055 (100 mg h Days Q 7 14 21 28
- IS deSIQned fOI' rapld Onset and durablllty (re“able t1/2 ~3O dayS) admInIStered on Day O’ and at Weeks 12’ 24’ and 36 . ry p : : 0) ; i i *Day 1 reduction from baseline in % of subjects with a migraine in eptinezumab vs placebo groups and daily % of subjects with a migraine averaged
I - : : . . . . . Placebo Eptinezumab 30 mg Eptinezumab 100 mg Eptinezumab 300 mg " 250 /O mlg raine responder rate was aChleved by more than half weekly for Days 1-28; TStratified Cochran-Mantel-Haenszel test used for statistical analysis; ¥p=0.0312 vs placebo; $p=0.0159 vs placebo.
» |s the only anti-CGRP monoclonal antibody glycoengineered for « Efficacy, safety, pharmacokinetic, and immunogenicity n=222 n=223 n=221 n=222 £ all epti 5 subiect Weeks 1—12
reduced immune activation >0 Of all eplinezumab SUDJECLS OVer VWEeKs - ‘A i O - - PR
. . . assessments were conducted & . Over 69% of epti h 300 hiects achieved >50%  Day 1 reductions from baseline in % of subjects with a migraine
= |s the only anti-CGRP monoclonal antibody currently in Eff; Endooint = 10 Ver by7e OF eplinezuma -MQg SubjeCts achieved =oU'o were sustained on average through Day 28
development administered by quarterly iv infusion, allowing ICAaCy ENGpoInts s . reduction in migraine days after the 3rd and 4th infusions
for 100% bIOavaIIablllty within hours after infusion? Mean change from baseline in monthly migraine days (MMD) Weeks 1-12 S | A%
N U 2 PO 0 Safety Profile
= In phase 2 studies in episodic and chronic migraine,*° and a phase +75% migraine responder rate* Weeks 1—4 £ 30 - kﬂotnth|¥lylgrahn2 IF 'i:ee(.iom?; 00 1’$esponder Y _
3 study in chronic migraine,® eptinezumab significantly reduced = - ate— Il hroug ntusions Over ear Eptinezumab
. : ’ : : . G e : -4.0
migraine days vs placebo, demonstrated migraine preventive fey Secondary >3 )% migraine responder rate” Weeks 1-12 E 4.0 3.9 40 - 100 mg
. Endpoints >75% migraine responder rate = -4.3% : o
efficacy, and was generally well tolerated 5.0 - Subjects, n (%) =223
] ) ] o : : Al *Analysis of covariance (ANCOVA) model used to test for difference between treatment groups; 'p=0.0046, unadjusted; ¥p=0.0182 vs placebo;

» Here we present the findings of the phase 3 PROMISE-1 trial  of subjects wilh & migraine Jay 1 postdose 'p=0.0001 vs placebo T o p (o ¥ Any TEAE 132 (60) 128 (58) 141 (63) 129 (58)
(ALD403-CLIN-006; NCT02559895) in subjects with episodic 100% migraine responder raie Heeks 112 » Eptinezumab 100 and 300 mg significantly decreased MMD ) Any serious TEAE! 6 (3) 4(2) 4(2) 3 (1)
m|g ra|ne ;‘r‘:/;egaslugrj]eg\tlségiégrg\i/gerra\ilcgeri?:qo_qsé? (prespecified reduction from baseline in MMD). % of subjects who were migraine-free for each 4-week for Weeks 1_1 2 VS p|aCebO é‘ 20

Statistical Hierarch = Placebo Any TEAE leading to drug withdrawal 6 (3) 12 (6) 6 (3) 5 (2)
ISt | y Mean Change in Monthly Migraine Days Through 10- ® Eptinezumab 100 mg
- - : : : . inezuma m Most-frequent TEAEs?
ObjeCtlves - PROI\/II_SE-’I was a 4-arm study in which subjects were 4 Infusions Over 1 Year NEUSION - NEUSION » NEUSION 4 ° ET;FUSIO;?;OO ’ ’
_ _ , , randomized to eptinezumab 30, 100, or 300 mg, or placebo 0 e . . 7 5 s 10 11 Upper respiratory tract infection 16 (7) 25 (11) 22 (10) 23 (10)

* To evaluate the preventive efficacy of eptinezumab in the ina 1111 ratio . Placebo Month Nosopharynats 6 " . o
phase 3 PROMISE-1 trlal On the day after InfUSIOn and the A fOrmaI Inferentlal teStlng algorlthm WaS Used tO ContrOI E : Ep?nezumaE ;88 MY *% of subjects with mean monthly freedom from migraine averaged over 3 months.
cumulative benefit of repeat quarterly infusions through 1 year SO L . . 2- PR T o - - Sinusiti 14 (6 73 6 (3 11(5

pedatq Y 9n 1y statistical multiplicity, which tested the primary and all key 5 * Migraine freedom was achieved by 17% of eptinezumab * e | — ® | > ( ) >
Secondary endeIntS |n a flxed Sequence % 3. BOO_mg SUbJeCtS eaCh month, On average, Over Weeks 1_12 Safety profile represents safety population; TAll serious serious TEAEs judged unrelated to study drug; ¥=5% in any treatment group.
A= . . . . .
m » Due to a nonsignificant p-value for the 100-mg group vs © 4 ‘_\ = After the 3rd_ and 4th _|nfu3|ons, >30%_of eptmezumab » Occurrences of TEAEs were similar among treatment and
_ placebo for the 275% migraine responder rate (Weeks 1-12) é 5 — N\ 300-mg subjects achieved monthly migraine freedom placebo groups
PROMISE-1 Study Design (N=888) secondary endpoint, following the multiplicity algorithm, the o 1 o o s «—
Primary Outcome End of eDiary End of Study remaining 100-mg key secondary endpoints and all 30 mg °% 1' 5 3 4 5 6 7 g o 10 11 12 C | -
Week = -4 S i K i i 48 56 enapoints were not teslte *ANCOVA test used for statistical analysis; 1p=0.0001 (300 mg vs placebo/Weeks 1-12); p=0.0182 (100 mg vs placebo/Weeks 1—12).
§ T - Eptinezumab 300 mg sustained and delivered additional = !Eptinezuma_b sign!ficantly reduced MMD over Weeks 1—1? VS placel_oo, angl the re_ductipn was s_ustqined or
Soreening - 2 —_— m reduction in MMD through 1 year improved with eptinezumab 300 mg after the 3rd and 4th infusions in subjects with episodic migraine
% : - . . . ] ] ) o m m m m o m m m
N Y Eptinezumab300mg Baseline Characteristics and Demographics >75% Migraine Responder Rate Through 4 Infusions - Tl?t?‘n /I; of ?_ubjectg wgh at_mlgralne droptpgd 33{h>50 /o ﬁg Da32/81 after eptinezumab infusion compared
headache and migraine days e — Over 1 Year Wi daseline and redauctions were sustidine roug ay

= This was a phase 3, parallel-group, double-blind, randomized, 100 mg 300 mg 60- = Subjects receiving eptinezumab 300 mg experienced a sustained benefit of fewer days with migraine over

placebo-controlled trial of repeat quarterly iv infusions of Salely population. T = 2 = = 50- / N Weeks 1-12, and further improved with the subsequent 3 infusions
" " " " " " " " ean age, year : : : : . N | o _ _ ] ] _ _ _
eptme.zuma.b of plaoebo n subjects with episodic migraine Mean weight, kg 82.4 82.0 82.4 80.2 X 40 d‘ = Additional benefit was achieved in 13%-18% of subjects in the 250% and 275% migraine responder rate groups,

* Inclusion criteria included: Female, % 84 85 80 89 £ F and in those subjects with migraine freedom
o Male or female aged 18-75 vears Mean years from migraine diagnosis 16.9 17.0 17.4 18.2 S | Placebo = == : : : :
 Dinanosis of ?aine o ey<50 cars by the criteria of the 1 brophylactic medication. n (%) 106 146 0 @) 8 @) 3 2 ® Epinezumat 100 g * Overall TEAE rates for eptinezumab were similar to placebo and the safety profile was consistent with previous

g ” g g ., y P y Efficacy population, n 222 223 221 222 10- =plinezamab 355 mg eptlnezumab StUdles
2nd edition of the International Classification of Headache Mlean migraine days/month o 4 - o o INFUSION 15 INFUSION 2 INFUSION 3 INFUSION 4
| . . . . 0 , , . . . . . . References
Dlsorders (ICHD'I I) Mean headache days/month 9.9 10.2 10.0 10.1 0 1 g 3 4 5 Mob;1th l 8 9 10 11 1 1. Lipton RB, Silberstein SD. Headache. 2015;55:103-22; 2. Ho TE, et al. Nat Rev Neurol. 2010; 6:573-82; 3. Baker B, et al. Cephalalgia. 2017;37(suppl):109; 4. Dodick DW, et al. Lancet Neurol. 2014;13:1100-7; 5. Dodick D, et al. Neurology. 2017;88(suppl 16):S52.003; 6. Lipton RB, et al. Neurology. 2018;90(suppl 15):S32.
H HIStOFy Of m|gra|ne 21 2 monthS Mean triptan/ergotamine days’ 1.9 1.4 1.5 1.6 *ANCOVA test used for statistical analysis; 'p=0.0066 vs placebo; *p=0.0112 vs placebo; $p=0.0007 (300 mg vs placebo/Weeks 1-12); A_CknOWIedgment_ |
- - . *According to American Academy of Neurology/American Headache Society guidelines for migraine preventive treatment (medications identified not significant (100 mg vs placebo/Weeks 1-12). Thl? study was funded by Alder BloPharmaceuticals, Inc.
" 4—14 headaChe dayS/month, Of Wh|Ch 24 met ICHD'” criteria by clinical review of coded medical data for medication use prior to study baseline); 'Days with triptan or ergotamine use as recorded in eDiary ] o _ Disclosures
for migraine |v| b | S ! 8 6 davs/month * For Weeks 1—4 <'V'gnﬂg 1), signiticantly more eptinezumab Tov 1 Saper: A Alrgan Amden, Adonori eehIcs, A Bogaven, CoLud D Redo's Laborsanes, £ L 1o Wi RescarcyFoumianan. Scor NoWim, Supsius. Tov, Zokanc . Janaliz, . Chakhava, and K. WHKG: it 1o d5cose . Sh: A Amoen, e
. . . . . [} ~ r. Ready s Laboratories, uidepoint, =l Lily, Novartis, armalyte, Fromius, £0sano; v. UVOdICK: er, Academy 1or continue ealthcare Learning, Acoraa, e Instein university, AlCODra, ergan, American Academy or Neurology,
- During the 28-day screening period, subjects used an eDiary oon o aselne MITANE Gays WEre =6.5 GaySImont aeross subjects achieved 2757 reduction in migraine days vs placebo  anete it i et A el b St s ol il st oo Sont) St oo it sl G D e ™ o "“ 1LDER'
and mu _St h_ave experienced <14 headache days, of which 24 g p. o » >47% of eptinezumab 300-mg su bJe_CtS achieved a 275% 17189376.1-1466-vTile: Botulium Toxin Dosage Regimen for Chroric Migraine Prophyiaxts (o compenisation) Peerview Instute for Medical Education. Pizer, Sage ublishing, Second Opinion, Stat Cliical, 1. Jude, Sun Pharma,
were migraine days » Baseline characteristics were balanced across treatment groups response after the 3rd and 4th infusions 3 Bonith: Alder (R tma omployse: 3. Hirman: Ader (conracted Sorvics providen) 1o P 0 eie: WebMD, West Virginia University Foundation, Wiley Biackwell Xenon, Zoqeni, Zosano: B. Sehaefiler R. Gady, and BIOPHARMACEUTICALS

Presented at AHS 60th Annual Meeting, June 28-July 1, San Francisco, CA ©2018 Alder Biopharmaceuticals, Inc. Al rights reserved.



