Mirikizumab Treatment Improves Bowel Movement Urgency in Patients with Moderately to Severely Active Ulcerative Colitis
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BACKGROUND KEY RESULTS CONCLUSIONS

m Interleukin (IL)-23 is a key cytokine in the Absence of Bowel Movement Urgency Sustained Absence of Bowel Movement Urgency in Clinical Responders = In patients who reported bowel movement urgency at
pathogenesis of inflammatory bowel disease’ Induction Period Maintenance Period baseline, mirikizumab treatment resulted in

m Mirikizumab, a p19-directed IL-23 antibody, significantly higher proportions of patients with
?gﬂ%‘;ﬂ%ﬁ%ggg?ﬁg fiﬂgv\y:dsg;eg;oalggai;%i ;jlurlng m All mirikizumab-treated patients with bowel movement urgency at baseline had m Patients who had urgency at baseline and were clinical responders in the Induction Period ?)It;sceerz)%eaotfvt\)/zvgs I1n210vement urgency compared to
40 weeks of maintenance treatment in a Phase 2 improvement in bowel movement urgency at Week 12; improvements were sustained improvement in bowel movement urgency with minimal variation in response in L _

: o : : . significant versus placebo for the mirikizumab 200-mg and 600-mg groups the Maintenance Period — Numerical improvements in bowel movement
randomized clinical trial (NCT02589665) in patients N al diff , ﬁ b d | Week 4- urgency were observed as early as Week 4 and
with moderately to severely active ulcerative - d.l;fmerlca ! erenc}es |rt1)treatmetntt_et_ecltl were ?c. sel:(vet V?/S ekagy as week 4, statistically significant improvements were
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= Bowel movement urgency is one of the most m The improvement in bowel movement urgency
bo:'hertsomteh aSg mr;ortan}tsymptorlns Exge”enc?d fby i 200 mg Vi 200 g was sustained through Week 52
Fhae:regjamy of Iifea(nQoaLr;40 STOTRIRRIEEERREE e Placebo Miri SO mg Miri 200 mg Miri 600 mg 100 = I S0 12w = To the authors’ knowledge, this is the first study to
00m o (N=55) K:%‘EV)VEB - L‘I{J:QS‘E‘;VEB - '(‘rfl :Q;\;V B 67 assess the effects of IL-23 on bowel movement
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39* m Reduction in bowel movement urgency is consistent
m To evaluate the effect of mirikizumab on 60 - 18 60 with improvements in the signs and symptoms of UC

patient-reported bowel movement urgency and QoL following treatment with mirikizumab in the
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ABBREVIATIONS Y P 9
ASA=aminosalicylic acid; Cl=confidence interval; EB=exposure-based, IBDQ=Inflammatory Bowel ;
Disease Questionnaire; IV=intravenous; Miri=mirikizumab; Q4W=every 4 weeks; Q12W=every 12 Other company and product names are trademarks of their respective o U
weeks, R=randomization; SC=subcutaneous *p<0.05, T p<0.01 vs placebo by logistic regression analysis owners GHAPP 2021

METHODS RESULTS

Study Design, AMAC Bowel Urgency Definitions and Analyses Baseline Demographics and Characteristics Induction Period Baseline? Demographics and Characteristics
Population Maintenance Period Population

: Screening Induction Period = Maintenance Period @ m Patients used a paper dlal’y to report dally symptoms, inCIUding presence or absence
{ | 249 patients Mirikizumab 600 mg IV Qaw Fil ! of bowel movement urgency each day
i i Fixed Dosi bl iriki a i .
e SNy o Mirikizumab responders® | — Data were collected throughout the 52-week trial Miri 50 mg Miri 200 mg
i p——— = Instruction to patients: “Please indicate the presence or absence of bowel urgency PN |V Q4W EB SO o]
i Exposure-based gosinga ié E i3 — ; today” (N=63) N=63 (N=46)
i (N=62) =1 M-nk-zumab(:gg;;ls scaiaw | Possibl tient ‘U . bsent Age, years 426 (13.5) 418(14.1) | 43.4(14.7) | 42.4(13.4) Age, years 41.3(14.1) 38.9 (12.4)
; — T = Possible patient responses: Lrgency was present, urgency was absen Female, n (%) 27 (42.9) 25(39.7) | 25(40.3) | 23(37.7) Female, n (%) 20 (42.6) 24 (52.2)
; Exposure-based dosing® g i m Analyses: “Absence of urgency def_lned as 3 consecutive d_a_ys of patl_ent-reported Weight, kg 741 (16.9) 77.0(17.2) | 75.6 (17.3) | 73.0 (15.1) Weight, kg 746 (17.3) 72.5(18.0)
(N=63) L Placebo responders? ; “absence of bowel urgency today” prior to each scheduled visit, excluding day of Disease duration, years 9.5 (9.6) 8.2 (7.2) 9.0 (9.0) 6.0 (5.7) Disease duration, years 92 (6.7) 6.0 (4.4)
; paceborvasw [ Placebo SC QAW procedure (endoscopy) and day(s) subject took bowel preparation Concomitant therapies at Concomitant therapies at baseline,
i (N=63) P (N=13) baseline, n (%) n (%)
| ! B ’ Urgency Variable Assignment 5-ASA use 47(74.6) 42(66.7) | 56(90.3) | 39(63.9) 5-ASA use 37 (787 40 (87.0
— ———— WEEK 24 WEEK 52 /@ i g y = g Corticosteroids 33 (524) 29 (46.0) 25 (40.3) 35 (57.4) Corticosteroid 22 (46 8) 19 (41 3)
Binary Variable = Absence of urgency (Yes/No) Thiopurines 25 (39.7) 15 (23.8) 18 (29.0) 11 (18.0) T:_ icosteroids = (31-9) . (19 -6 )
a1.5- to 3-fold i i 600-mg dose; © 2- to 12-fold i i 600- f : lopurines . i
S (oo Derease (o s maxmum 001G doser 210 12404 nerease to s SO0 g Number of unique prior purines _____ _ G1.9 as.o
remission status and re-randomized at a 1:1 ratio to receive mirikizumab 200 mg SC Q4W or Q12W biologic therapies, n (%) Number of unique prior biologic therapies,
th h Week 52. Clinical defined Week 12 d in 9-point M b 0
(rctal bieeding, ool roquency, and endoscopy) nclusive of 22 poins and =35% from baseline wih a Absence of 0 25(39.7)  26(413) | 22(355) | 23(37.7) n (%)
decrease of (ectal bleeding sybgcore of 21 or a rectal blegding subsgore pf Oorf; d Patients who did . : . 1 17 (27_0) 15 (23.8) 27 (43_5) 15 (24.6) 0 21 (44_7) 23 (50_0)
Ertension periad or b rasentinus fom e sxudy. | Coron t© continue i an nblinded study 3 Days Prior 2 Days Prior 1 Day Prior Urgency 2 15 (23.8) 16 (254) | 7(113) | 14(23.0) 1 12 (25.5) 17 (37.0)
o . to Visit to Visit to Visit (Yes/No) 23 6 (9.5) 6 (9.5) 6(9.7) 9 (14.8) 2 10 (21.3) 5 (10.9)
Key Eligibility Criteria Stool Frequency Mayo 24(0.7) 24(08) | 23(08) | 26(06) 23 4(8.5) 1(22)
° _ . Response Urgency was Urgency was Urgency was Yes :'bec:’; r— Stool Frequency Mayo subscore 2.4(0.8) 2.3(0.8)
Inclusion Criteria absent absent absent coberore ing Haye 1.4 (0.7) 13(09) | 15(08) | 1.3(08) Rectal Bleeding Mayo subscore 15(0.9) 16 (0.8)
Bowel movement urgency 55 (87.3) 59 (93.7) 56 (90.3) 51(83.6) Bowel movement urgency present, n (%)° 43 (91.3) 41 (89.1)
® Male or female, 218 and <75 years of age Response Anything other than “Urgency was absent” No present, n (%)? : ) : : IBDQ 120.9 (28.3) 127.2(32.9)
IBDQ 124 1 (29.8) 122.5(29.2) | 133.0(34.7) | 125.5(33.9) Dgta alr_e mdeafn (sdtand\zj\;d dkez)/iation) unless otherwise indicated
H . 2 Baseline defined as Wee
" MOderater to Severely active UC: Data are mean (standard deviation) unless otherwise indicated b Absence of urgency defined as 3 consecutive days prior to baseline, irrespective of urgency status at Week 12

2 Absence of urgency defined as 3 consecutive days prior to baseline

— Mayo score 6-12 and endoscopic subscore =2 within
14 days before the first dose of study treatment?

Statistical Analyses
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