of RAISE-XT

MDA Conference 2025, Dallas, TX, USA: March 16-19, 2025

James F. Howard Jr.}, Miriam Freimer?, Angela Genge?®, Channa Hewamadduma®*>, Angelina Maniaol®, Renato Mantegazza’, Kimiaki Utsugisawa®, Tuan Vu®, Michael D. Weiss!®, Babak Boroojerdit,

Petra W. Duda??, Fiona Grimson?®®, Mark Vanderkelen!t, and M. Isabel Leite!®, on behalf of the RAISE-XT study team

Department of Neurology, The University of North Carolina at Chapel Hill, Chapel Hill, NC, USA; ?Department of Neurology, The Ohio State University Wexner Medical Center, Columbus, OH, USA; *Clinical Research Unit, The Montreal Neurological Institute, Montreal, QC, Canada; *“Academic Neuroscience
Unit, Sheffield Teaching Hospitals NHS Foundation Trust, Sheffield, UK; >Sheffield Institute for Translational Neurosciences (SITraN), University of Sheffield, Sheffield, UK; ®Department of Neurology, Oslo University Hospital, Oslo, Norway; ‘Emeritus and Past Director, Department of Neuroimmunology and
Neuromuscular Diseases, Fondazione IRCCS, Istituto Nazionale Neurologico Carlo Besta, Milan, Italy; 8Department of Neurology, Hanamaki General Hospital, Hanamaki, Japan; °Department of Neurology, University of South Florida Morsani College of Medicine, Tampa, FL, USA; 1°Department of Neurology,
University of Washington Medical Center, Seattle, WA, USA; 'UCB, Monheim, Germany; 2UCB, Cambridge, MA, USA (at the time of the study); *UCB, Slough, UK; *UCB, Brussels, Belgium; *Nuffield Department of Clinical Neurosciences, University of Oxford, Oxford, UK.

Poster P358

Response rates with zilucoplan in generalized myasthenia gravis: 120-week interim analysis

Introduction

« Zilucoplan is a macrocyclic peptide C5 inhibitor, indicated for the treatment of adult
patients with AChR Ab+ gMG*#

e In the randomized, double-blind, placebo-controlled Phase 3 RAISE study
(NCT04115293), patients who received zilucoplan showed significant and clinically
meaningful improvements in MG-specific outcomes!

e In this interim analysis of the ongoing OLE RAISE-XT study (NCT04225871), we evaluate
the responder rates of patients treated with zilucoplan over a 120-week follow-up

Methods

e Adult patients who completed a qualifying double-blind, placebo-controlled study
(Phase 2 NCT03315130/RAISE) could enroll into RAISE-XT. Enrolled patients self-
administered once-daily subcutaneous zilucoplan 0.3 mg/kg

e The primary outcome of RAISE-XT is incidence of TEAES

e From Week 24, 12 weeks into RAISE-XT, patients who received placebo or zilucoplan
0.3 mg/kg in the qualifying studies were assessed as one pooled group

« Mean changes from double-blind study baseline to Week 120 in MG-ADL, QMG, MGC,
MG-Qol 151, and Neuro-Qol Fatigue were assessed

e The responder rates of MG-ADL, QMG, and MSE through Week 120 were also assessed

— MG-ADL response and QMG response was a >3-point and >5-point reduction from
baseline, respectively, without rescue therapy

— MSE response was MG-ADL score of O or 1 without rescue therapy

e The interim data cutoff for these analyses was November 11, 2023

Table 1l Baseline characteristics

All zilucoplan

Figurel Mean CFB in MG-ADL to Week 120

Results

. A total of 200 patients enrolled in RAISE-XT (Table 1) Summary and conclusions

Patients experienced rapid
iImprovement of gMG symptoms,
as early as 1 week after switching
to zilucoplan, which were
sustained through Week 120

— All patients who completed RAISE enrolled into RAISE-XT

— At the time of data cutoff, 73.0% of patients who enrolled in
RAISE-XT were still enrolled, with no discontinuations reported
by the investigators as being due to lack of efficacy

» At data cutoff, median (range) exposure to zilucoplan was
2.2 (0.11-5.6) years

o Zilucoplan was generally well tolerated; most TEAEs were mild or
moderate in severity (Table 2)

— The most common TEAEs were COVID-19, MG worsening,
and headache

e In RAISE-XT, patients who received placebo in the qualifying
double-blind studies saw rapid improvement in MG-ADL 1 week
after switching to zilucoplan 0.3 mg/kg (Week 13; Figure 1)

— Continued improvement was observed through Week 24 in both
patient groups who received placebo or zilucoplan 0.3 mg/kg in
the qualifying studies. This improvement was sustained through
Week 120

— Similar improvements were observed for QMG (Figure 2), MGC,
MG-QolL 15r, and Neuro-Qol Fatigue (data not shown)

e Overall rates of MG-ADL, QMG, and MSE responders in the pooled
zilucoplan 0.3 mg/kg group were high and sustained through
Week 120 (Figures 3, 4, and 5)

Improvements were consistent
across multiple assessments:
MG-ADL, QMG, MGC,
MG-QoL 15r, and Neuro-QolL
Fatigue scores

High MG-ADL, QMG, and MSE
responder rates were sustained

through Week 120 of zilucoplan

treatment in patients with gMG

Zilucoplan demonstrated a
favorable safety profile and was
well tolerated in the long term

Figure 2 Mean CFB in QMG to Week 120

(N=200) Double-blind Week Double-blind Week
0 12 24 36 48 60 72 84 96 108 120 0 12 24 36 48 60 72 84 96 108 120
Agel yearsl mean (SD) 533 (150) Mean (i‘ SE) CFB O ! | | | | | | | | J Mean (i‘ SE) CFB O ! | | | | | | | | J
Sex, male, n (%) 90 (45.0) in MG-ADL score - 4 - Placebo in QMG score : - - - Placebo
-1
MGFA Disease Class, n (%) -1 - —®- — Placebo / zilucoplan 0.3 mg/kg - - — Placebo / zilucoplan 0.3 mg/kg
’ o
—@— Zilucoplan 0.3 mg/kg / zilucoplan 0.3 mg/kg -2 —@— Zilucoplan 0.3 mg/kg / zilucoplan 0.3 mg/kg
lla/b 59 (29'5) _2 —@— Zilucoplan 0.3 mg/kg pooled : —@— Zilucoplan 0.3 mg/kg pooled
llla/b 129 (64.5) H
IVa/b 12 (6.0) -3~
MG-ADL score, mean (SD) 6.3 (4.3) e
QMG score, mean (SD) 14.0 (5.9)
Prior thymectomy, n (%) 96 (48.0) =27
Prior MG crisis, n (%) 62 (31.0) . _714 o84
' ) (0.44) ,
Age at disease onset, years, mean SD 43.6 (17.9) (0.65)
Duration of disease,* years, mean (SD) 94 (9.7) =77 } { N +
Baseline gMG-specific medication, .
n (%) 11
Corticosteroids 124 (62.0) g 1 -
Immunosuppressants 101 (50.5) Number of patients (n) Number of patients (n)
. . o Placebo 90 90 3 3 3 3 3 3 B 3 B Placebo 90 89 3 3 3 3 3 B 3 B 3
Cholinesterase inhibitors 167 (83.5) (=10 (r=20)
Zilucoplan 0.3 mg/kg 93 93 B B B B B B B B B Zilucoplan 0.3 mg/kg 93 92 B B B B B B B B B
*From date of diagnosis. (n=93) (h=93)
AN S Wl L _ _ 175 170 162 156 149 148 142 123 86 ZAIPEE e LhS e L _ _ 172 169 161 153 149 146 132 119 83
. pooled (n=183) pooled (n=183)
Table 2 Overview of TEAEs
All zilucoplan
(N=200) Figure 3 Mean MG-ADL responder rates to Figure 4 Mean QMG responder rates to Figure 5 Mean MSE responder rates to
Duration of exposure, years, median 52 (01-56) Week 120 Week 120 Week 120
(range) R MG-ADL 100- QMG 100- MSE 100-
responders (%) responders (%) responders (%)
Any TEAE, n (%) 194 (97.0) 89.3 886 g77
83.2 85-7
COVID-19, n (%) /1 (35.5)
_ 80- 80- 80-
MG worsening, n (%) 59 (29.5)
Headache, n (%) 44 (22.0)
Nasopharyngitis, n (%) 42 (21.0) 60 60 60 -
Arthralgia, n (%) 36 (18.0) 49.6
Diarrhea, n (%) 34 (17.0)
40- 40- 40-
URTI, n (%) 34 (17.0)
UTI, n (%) 33 (16.5)
Nausea, n (%) 32 (16.0) 207 207 207
Fatigue, n (%) 31 (15.5)
Treatment-related TEAE, n (%) 73 (36.5) o .- | o
. o Wk 12 (end of Wk WKk WKk WKk WKk Wk 12 (end of WK WKk WKk WKk WKk Wk 12 (end of Wk WKk WKk WKk WKk
Serious TEAE, n (%) 81 (40.5) double-blind 13 24 60 96 120 double-blind 13 24 60 96 120 double-blind 13 24 60 96 120
Treatment-related serious TEAE,* n (%) 5 (2.5) studies) studies) studies)
Number of patients (n) Number of patients (n) Number of patients (n)
Severe TEAE, n (%) /72 (36.0) Placebo / Placebo / Placebo /
] ] . Zilucoplan 0.3 mg/kg 90 87 - - - - Zilucoplan 0.3 mg/kg 89 86 - - - - Zilucoplan 0.3 mg/kg 90 87 - - - -
TEAE resulting in permanent withdrawal 21 (10.5) (n=90) (n=90) (n=90)
from |MP,1 n (%) . Zilucoplan 0.3 r(‘?]ilgk; 93 89 B B B - Zilucoplan 0.3 ?:]gzlgksg; 92 84 B B B B Zilucoplan 0.3 r(‘?]ilgksg) 93 89 B B B -
. Zilucoplan 0.3 mg/kg Zilucoplan 0.3 mg/kg Zilucoplan 0.3 mg/kg
TEAEs leadlng to death:* n (%) 4 (20) pooled (n=183) - - 167 140 123 /3 pooled (n=183) - - 164 157 L4 70 pooled (n=183) B B 167 140 123 /3
Most common TEAEs occurring in >15% of patients overall are reported only. *Treatment-related serious TEAEs were one MG-ADL response was a >3-point reduction from baseline, without rescue therapy. QMG response was a >5-point reduction from baseline, without rescue therapy. MSE response was MG-ADL score of 0 or 1 without rescue therapy.
.(O..S%). evept each Of.: esophagitis, injectiqh—§ite infectipn (occurring on the right inner thigh, whic.h isnota recommended
Incluces all deaths ‘o deaths were considered wreatment-relaied. TEAES leading to death Included cardiac anest (1-2) B Placebo(n-90)  [/] Placebo/zilucoplan 0.3 mg/kg (1=90) [l Zilucoplan 0.3 mg/kg / zilucoplan 0.3 mg/kg (n=93) [l Zilucoplan 0.3 mg/kg pooled (n=183)

accidental head injury (nh=1), and death from an unknown cause (n=1).

Abbreviations: Ab+, autoantibody positive; AChR, acetylcholine receptor; C5, complement component 5; CFB, change from baseline; CME, continuing medical education; COVID-19, coronavirus disease 2019; (g)MG, generalized myasthenia gravis; IMP, investigational medicinal product; MG-ADL, Myasthenia Gravis Activities of Daily
Living; MGC, Myasthenia Gravis Composite; MGFA, Myasthenia Gravis Foundation of America; MG-QolL 15r, Myasthenia Gravis Quality of Life 15-item revised; MSE, minimal symptom expression; Neuro-Qol, Quality of Life in Neurological Disorders; OLE, open-label extension; QMG, Quantitative Myasthenia Gravis; SD, standard
deviation; SE, standard error; TEAE, treatment-emergent adverse event; URTI, upper respiratory tract infection; UTI, urinary tract infection.
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