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Efflcacy and Safety of Mirikizumab m To evaluate the efficacy and safety of mirikizumab vs. placebo during

Treatment in Adults 260 Years with induction and maintenance therapy in patients aged =60 years with
= ] moderately to severely active ulcerative colitis (UC)
Moderately-to-Severely Active
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outcomes at Week 12 and Week 52, respectively

64.5% of patients achieved a clinical response at Week 12 and 55.4%
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The safety profile for mirikizumab in an older population aged =60 years
(mean age at diagnosis: 57.2) was consistent with the overall study
population (mean age at diagnosis: 35.9)’

Mirikizumab is an efficacious and well-tolerated treatment option for patients
=260 years with moderately to severely active UC
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BACKGROUND KEY RESULTS

m Mirikizumab, a humanized immunoglobulin A Significantly Greater Proportion of Patients 260 Years Treated With Mirikizumab vs. Placebo Achieved Clinical

G4 monoclonal antibody that selectively binds Response and Symptomatic Remission at Week 12 and Week 52
to the p19 subunit of anti—interleukin (IL)-23,

achieved the primary endpoint of clinical
remission and other key secondary outcomes,
including endoscopic and histologic S aeesn iz 29
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m Novel therapies for UC have not been
extensively studied in adults 260 years of age,
a particularly vulnerable subgroup of

m  While the studies were not powered to detect differences between mirikizumab and placebo in this subgroup, there were numerically higher
response rates for mirikizumab vs. placebo for all other outcomes

t- t 4-6 *p<0.05, **p<0.01; p-values calculated using Fisher exact test.
pa ients Note: All responses calculated using NRI. The difference (A) is shown with a 95% confidence interval constructed using the asymptotic method, without continuity correction.

STUDY DESIGN Key Eligibility Criteria LUCENT-2 METHODS

LUCENT-11 LUCENT-2! i Combleted : : o
Blinded Induction Blinded Maintenance LUCENT-1 - LUCENT-1 Z?ft.lent Population and Statistical Analyses
icacy

=544 Miri 200 mg SC Q4W (n=365) m Age 218 and <80 years
- OL Miri 300 mg IV Q4W s MMS of 4-9, with an ES of 2-3

m Received =1 dose

m Of patients 260 years at baseline, post hoc analyses

Rb Randomisation 2:1 of study drug in
m Inadequate response, loss of LUCEI\{T—1 J were performed in the mITT population at Weeks 122
Sl Niri0oma v PBO SC Q4w (n=179) response, or intolerance to Had MMS and 52P
Y, Q4w (n=868) —— 21 corticosteroid, - evaluations at the — p-Values for comparison of treatments are from
s ] NR gy OLMiri300mgIVQ4w B OL Miri200mg SC Q4W immunomodulator, biologic p the Fisher exact test
E — R® SEoE R fche.ra.py, o Jar.u.Js. kinase end of LUCENT- — Missing values were imputed using
E Pﬁtﬁ;gggfw | e |nh|b|tor. (tofacitinib) for UC non-responder imputation
o R OL Miri 200 mg SC Q4w m No previous exposure to Safety
N=1281

anti—IL-12/23p40 or
anti-IL-23p19 antibodies m All randomised patients 260 years who received

=1 dose of study treatment (mirikizumab or placebo)

m No previous failure of =23
d |ﬂ:e rent blOIOg |C theraples ATreatment-by-subgroup interaction was assessed using a logistic regression analysis with prior biologic or

] At LUCENT-'] baseline, 1 33% Of the m ITT pahents Were 260 yea rS (n=1 54) tofacitinib failure, baseline corticosteroid use, baseline disease activity, and region as factors; "Treatment-by-

subgroup interaction assessed using a logistic regression analysis with prior biologic or tofacitinib failure, baseline
corticosteroid use, Week 12 remission status, and region as factors. In both cases, no statistically significant
differences were observed (p-values were calculated using Firth correction).

aThe mITT population consists of all randomised patients who received study treatment, regardless of whether the patients received the correct treatment or otherwise did not follow the protocol; 118 patients who were impacted by the eCOA transcription errors in Poland and Turkey
during LUCENT-1 or -2 were excluded; 1 patient was randomised but not dosed; PResponders at W12 were defined as achieving 22-point and 230% decrease in the MMS from baseline with RB score=0 or 1, or 21-point decrease from baseline.

Methods Baseline Comorbidities: Patients 260 Years and All Patients?
100.0

Any fe 108

Assessments’ y 1000
. 51.4
Clinical response =2-point and 230% decrease in MMS from baseline; RB=0 or 1, or 21-point decrease from baseline . 22.9
- . : : : : L Gastrooesophageal Reflux Disease 18.3

Clinical remission SF=0, or SF=1 with a z1-point decrease from baseline; RB=0, and ES=0 or 1 (excluding friability) 8.5
Symptomatic remission SF=0, or SF=1 with a 21-point decrease from baseline and RB=0 Anaemia _=3*‘152.2 ‘
Endoscopic remission Mayo ES=0 or 1 (excluding friability) 2o 12.3 PBO IV patients
Corticosteroid-free Clinical remission at Week 52, symptomatic remission at Week 40, and no corticosteroid use for Type 2 Diabetes—r' 12.2 =60 years (n=39)
remission? >12 weeks prior to Week 52 3.4 s o Miri 300 mg IV patients
Histo-endoscopic mucosal _ L Haemorrhoids 9.9 260 years (n=131)
improvement (HEMI) Mayo ES=0 or 1 (excluding friability) + Geboes score £3.1 8.7 . - All patients
Histo-endoscopic mucosal N : _— < Osteoporosis —m&.:l ' 218 and =80 years (N=1279)
remission (HEMR) Mayo ES=0 or 1 (excluding friability) + Geboes score <2B.0 | . | |
Bowel urgency: Clinically . : : : : : : 0 50 100
meaningful improvement Decrease from baseline in UNRS =3 in patients with UNRS =3 at induction baseline Patients (%)

. .. _ .. . . . > . . .
Bowel urgency: Remission UNRS=0 (no urgency) or 1 (minimal urgency) in patients with UNRS 23 at induction baseline aThe patient cohort for the baseline comorbidities is the safety population, which included all the patients who had undergone randomization and received any amount of mirikizumab or placebo, including those patients who were affected by the e COA

Week 52 only. transcription error; all patients includes those randomised to placebo or mirikizumab.
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Resu |ts Safety Overview of Mirikizumab vs. Placebo for Patients 260 Years

S e e _ we5) "2d)
260 Years >60 Years >18 and <80 Years TEAEs? 19 (54.3) 58 (44.3) 19 (79.2) 37 (62.7)
Characteristics (n=33) (n=121) (N=1162) Mild 9 (25.7) 30 (22.9) 13 (54.2) 19 (32.2)

Age, years, median (IQR) 65.0 (62.0-66.0) 65.0 (63.0-69.0) 41.0(31.0-53.0) Moderate 8 (22.9) 27 (20.6) 4(16.7) 12 (20.3)
Male 17 (51.5) 73 (60.3) 695 (59.8) Severe 2(5.7) 1(0.8) 2 (8.3) 6(10.2)
Weight, kg, mean (SD) 72.3(16.7) 74.7(17.2) 72.1(17.1) SAEs 2 (5.7)b 4(3.1) 2 (8.3)d 6 (10.2)
Disease duration, years, mean (SD) 11.0(11.4) 9.0(8.5) 7.1(6.8) Death 0 0 0 0
Age at diagnosis, years, mean (SD) 54.2(11.3) 58.0(9.6) 35.9(13.6) Discontinuation due to AE 4 (11.4) 0 2 (8.3) 0
Disease location

3Patients with multiple occurrences of the same event are counted under the highest severity; "2 UC; 1 vertigo, 1 viral gastroenteritis, 1 spinal

LEﬂ'S'(_h?d colitis 18 (54.5) 86 (71.1) 732(63.0) compression fracture, and 1 hypertension: 91 UC and 1 anaphylactic reaction: 8 SAEs in 6 patients: 1 inguinal hernia, 1 COVID-19 pneumonia,
Pancolitis 15 (45.5) 34 (28.1) 421 (36.3) 1 diverticulitis, 1 retinal detachment, 1 spinal compression fracture, 1 back pain, 1 migraine, and 1 retinopexy.
Proctitis 0 1(0.8) 8 (0.7) Note: Data are n (%) unless otherwise stated.
MMS: mean {SD] 6.3 {1 -3] 6.4 {1 -3] 6.5 {1 -3] Abbreviations: AE=adverse event; BU=bowel urgency; CMI=clinically meaningful improvement;, COVID-19=coronavirus 2019 disease; CRP=C-reactive protein; CS=corticosteroid; e COA=electronic clinical outcome assessment; Endo=endoscopic; ES=endoscopic subscore; HEMI=histologic-
MMS, severe [SCOI'E ?_g] 16 {43_5) 62 {51 _2) 618 {53_2) endoscopic mucosal improvement; HEMR=histologic-endoscopic mucosal remission; IL=interleukin; IQR=interquartile range; IV=intravenous; Miri=mirikizumab; mITT=modified intent-to-treat; MMS=modified Mayo Score; NR=non-responder; NRI=non-responder imputation; OL=open-label;
PBO=placebo; Q4W=every 4 weeks; R=responder; RB=rectal bleeding; SAE=serious AE; SC=subcutaneous; SD=standard deviation; SF=stool frequency; Symp=symptomatic;, TEAE=treatment-emergent AE; UC=ulcerative colitis; UNRS=Urgency Numeric Rating Scale; W=Week
ES, severe (score 3) 25 (75.8) 86 (71.1) 774 (66.7) References: 1. D'Haens G, et al. N Engl J Med. 2023;388:2444-2455. 2. Sands BE, et al. Inflamm Bowel Dis. 2024:izae024. 3. Sands BE, et al. Inflamm Bowel Dis. 2024;izae253. 4. Ananthakrishnan AN, et al. Gastroenterology. 2021;160:445-451. 5. Sturm A, et al. J Crohns Colitis. 2017;11:263-
Faecal calprotectin la. median (IQR - - _ 273. 6. Kochar B, et al. Inflamm Bowel Dis. 2021;izab052.
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CRP, mgfL, median [|QR) 3.4 {1 .3-?.9] 56 {2.2-1 2.2] 41 {1 .4-9.6] Sharp & Dohme, Mundipharma, Pfizer, and Takeda; S. Sebastian has served in advisory boards for: AbbVie, Bristol Myers Squibb, Johnson & Johnson, Takeda, and Tillotts Pharma AG; received research grants from: AbbVie, Johnson & Johnson, Pfizer, and Takeda; and received speaker
Corticosteroid use® 11 {33 3) 52 {43 D) 464 {39 9) honoraria from: AbbVie, Eli Lilly and Company, Ferring Pharmaceuticals, Pfizer, Takeda, and Tillotts Pharma AG; A. S. Faye received consulting and/or honoraria fees from: AbbVie, Bristol Myers Squibb, Eli Lilly and Company, and Takeda; A. Armuzzi has received consulting and/or advisory
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Immunomodulator use¢ 4(12.1) 24 (19.8) 280(24.1) Therapeutics, Roche, Samsung Bioepis, Sandoz, and Takeda; and speakers fees from: AbbVie, Amgen, Arena Pharmaceuticals, Biogen, Bristol Myers Squibb, Eli Lilly and Company, Ferring Pharmaceuticals, Galapagos NV, Gilead Sciences, Janssen, Merck Sharp & Dohme, Novartis, Pfizer,
Pri biol . tofacitinib fail d 14 (42 4 47 (38.8 479 (41.2 Roche, Samsung Bioepis, Sandoz, Takeda, and Tigenix; and research grants from: Biogen, Merck Sharp & Dohme, Pfizer, and Takeda; A. Buisson has received consulting fees from: AbbVie, Amgen, Arena Pharmaceuticals, Biogen, Celltrion Healthcare, CTMA, Ferring, Galapagos/AlfaSigma,
rior DIologiIc or tofaciuni alnure '-: - ) { - ) { - ) GutyCare/Resilience Janssen, Eli Lilly and Company, Merck Sharp & Dohme, Nexbiome, Pfizer, Roche, Sandoz, Takeda, and Tillotts Pharma AG; lecture fees from: AbbVie, Amgen, Biogen, Celltrion Healthcare, Galapagos/AlfaSigma, Ferring, Janssen, Eli Lilly and Company, Mayoli-Spindler,

aThe mITT population consists of all patients who received study treatment, regardless of whether the patients received the correct treatment or otherwise Merck Sharp & Dohme, Nordic Pharma, Norgine, Pfizer, Roche, Takeda, Tillotts Pharma AG, and Vifor Pharma; and research fundings from: AbbVie, Celltrion Healthcare, Janssen, Lessaffre, Eli Lilly and Company, Pfizer, Sandoz, and Takeda; J. Halfvarson has received consulting and/or
did not foll P ::Jh t I 118 pati pt h . ted b tl';-l COA t g Ipt] in Pol dp d Turkev during LUCENT-1 5 luded: advisory board fees from: AbbVie, Alfasigma, Aqilion, Bristol Myers Squibb, Celgene, Celltrion, Eli Lilly and Company, Ferring Pharmaceuticals, Galapagos NV, Gilead Sciences, Hospira, Index Pharma, Janssen, Johnson & Johnson, Meda Pharmaceuticals, Medivir, Medtronic, Merck, Merck
Id not follow the protocoal, patienis who were impacie ythe e ranscription errors in Foland an urkey auring -1 or-c were excluded, Sharp & Dohme, Novartis, Pfizer, Prometheus Laboratories, Sandoz, Shire, STADA Arzneimittel, Takeda, Thermo Fisher Scientific, Tillotts Pharma AG, UCB Pharma, and Vifor Pharma; speakers fees from: AbbVie, Alfasigma, Bristol Myers Squibb, Celgene, Eli Lilly and Company, Ferring

1 patient was randomised but not dosed; “Included budesonide and beclomethasone; ‘Included methotrexate and thiopurines; 9Failure defined as prior Pharmaceuticals, Galapagos NV, Gilead Sciences, Hospira, Janssen, Johnson & Johnson, Merck Sharp & Dohme, Novartis, Pfizer, Shire, Takeda, Thermo Fisher Scientific, and Tillotts Pharma AG; and research grant support from: Janssen, Merck Sharp & Dohme, and Takeda; S. Zeissig has
treatment discontinuation due to loss of response, inadequate response, or intolerance to medication. received consulting fees from: AbbVie, Amgen, Biogen, Bristol Myers Squibb, Celgene GmbH, Celltrion Healthcare, Ferring Arzneimittel GmbH, Galapagos NV, Hogg Robinson GmbH, Janssen-Cilag GmbH, Janssen Pharmaceuticals, MICE Service GmbH, Mylan, Pfizer, and Takeda; and
Note: Data are n (%) unless otherwise stated. speaker fees from: AbbVie, Amgen, Biogen, Bristol Myers Squibb, CED Service GmbH, Falk Foundation e.V., Ferring Arzneimittel GmbH, FORGA Solutions GmbH, GWT-TUD GmbH, Janssen-Cilag, Janssen Pharmaceuticals, Merck Sharp & Dohme, Pfizer, Pharma-Zentrale GmbH, Roche,

Takeda, and WebMD Global; B. Kochar has served on advisory boards for: Bristol Myers Squibb and Pfizer; S. Maier, I. Redondo, and R. Moses are employees and shareholders of: Eli Lilly and Company; A. Keohane is an employee of: HaaPACS GmBH and a contractor for: Eli Lilly and
; P : : : : Company; K. Watanabe has received consulting fees from: EA Pharma; and lecture fees from: AbbVie, EA Pharma, JIMRO, Mitsubishi Tanabe Pharma, Mochida Pharmaceutical, and Takeda.
- Apart fr(_)m hlgher preval?nc_e of COmOI’bIdItIeS, Ionger dlse_ase duratlon, O_Ider age at dlagn.OS.IS, and |O.WGI’ frequency of Medical writing assistance was provided by Tomo Sawado, PhD, and Jessie Yuijie Li, PhD, of ProScribe — Envision Pharma Group, and was funded by Eli Lilly and Company.
concomitant treatment with immunomodulators, the baseline demographics and characteristics in patients 260 years Previously presented at the European Crohn's and Colitis Organisation (ECCO); Berlin, Germany; 19-22 February 2025.
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