Long-term safety and efficacy of zilucoplan
in myasthenia gravis: Additional interim
analyses of RAISE-XT
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Introduction and study design

 Zilucoplan, a complement C5 inhibitor, showed significant MG-specific improvements in patients with
AChR Ab+ gMG in the randomized, double-blind, placebo-controlled, Phase 3 RAISE study!

* Long-term data from RAISE-XT (NCT04225871), an ongoing OLE, will enhance our understanding of
the safety and efficacy of zilucoplan in adults with gMG

« RAISE-XT patients were previously vaccinated against meningococcus and received boosters as
appropriate

Objective: To evaluate the long-term safety and efficacy of zilucoplan up to 96 weeks of treatment

/4 AW Phase 2 (NCT03315130)
O Adults with Zilucoplan 0.1 mg/kg /
) AChR Ab+ gMG 0.3 mg/kg or placebo for RAISE-XT
12 weeks (NCT04225871)
| Zilucoplan 0.3 mg/kg;
Patients RAISE (NCT04115293) ongoing (N=200)

self-administered daily Zilucoplan 0.3 mg/kg or
subcutaneous injectiorD placebo for 12 weeks n=166

N

AChR Ab+, positive for autoantibodies against the acetylcholine receptor; C5, component 5; gMG, generalized myasthenia gravis; MG, myasthenia gravis; OLE, open-label extension.
1. Howard JF Jr., et al. Lancet Neurol. 2023;22(5):395-406.




RAISE-XT included a broad, mild-to-severe gMG population

Age, years, mean (SD)
Sex, male, n (%)
MGFA Disease Class, n (%)
I1
I11
IV
MG-ADL score, mean (SD)
QMG score, mean (SD)

All zilucoplan
(N=200)

53.3 (15.0)

90 (45.0)

59 (29.5)
129 (64.5)
12 (6.0)
6.3 (4.3)
14.0 (5.9)

Prior thymectomy, n (%)
Prior MG crisis, n (%)
Thymoma diagnosis, n (%)
Duration of disease, years, mean (SD)
Baseline gMG-specific medication, n (%)
Corticosteroids
Immunosuppressants
Cholinesterase inhibitors

All zilucoplan
(N=200)

96 (48.0)

62 (31.0)

48 (24.0)

9.38 (9.73)

124 (62.0)
101 (50.5)
167 (83.5)

gMG, generalized myasthenia gravis; MG, myasthenia gravis; MG-ADL, Myasthenia Gravis Activities of Daily Living; MGFA, Myasthenia Gravis Foundation of America; QMG, Quantitative Myasthenia Gravis; SD, standard deviation.



Zilucoplan demonstrated a favorable safety profile and was
well tolerated

All zilucoplan

N=200 ]

. . Most common TEAEs AEZZ Hlucoplan
Duration of zilucoplan exposure, ., o (0.11-5.1) N=200
years, median (range) - COVID-19, n (%) 64 (32.0)
Any TEAE, n (%) 191 (95.5) Myasthenia gravis, n (%) 58 (29.0)

_ Headache, n (%) 40 (20.0)
Serious TEAE, n (0/0) 71 (355) NaSOphal‘yngitiS, n (0/0) 39 (195)
TEAE resulting in permanent 19 (9.5) Diarrhea, n (%) 33 (16.5)
withdrawal from IMP,+ n (0/0) ' Nausea. n (0/0) 32 (160)
Treatment-related TEAE, n (%) 70 (35.0) Arthralgia, n (%) 32 (16.0)

URTI, n (%) 32 (16.0)
Severe TEAE, n (%) 64 (32.0) Fatigue, n (%) 30 (15.0)

TEAEs leading to death,* n (%) 4 (2.0)

fIncludes all deaths. *No deaths were considered treatment related. TEAEs leading to death included cardiac arrest (n=2) and accidental head injury (n=1) in the zilucoplan 0.3 mg/kg / 0.3 mg/kg group,
and death from an unknown cause (n=1) in the placebo / zilucoplan 0.3 mg/kg group. Most common TEAEs occurring in >15% of patients overall are reported only. Data cutoff: May 11, 2023.
COVID-19, coronavirus disease 2019; IMP, investigational medicinal product; TEAE, treatment-emergent adverse event; URTI, upper respiratory tract infection.



RAISE: Rapid and clinically meaningful improvements in
MG-ADL score

1? Week Mean CFB in MG-ADL score:

p=0.0004 - Rapid effect at Week 1 with
clinically meaningful
improvement* at Week 12 for
those receiving zilucoplan!?

LS mean (95% CI) CFB in MG-ADL score

Placebo (n=88)

Zilucoplan 0.3 mg/kg (n=86)

*p<0.01 vs placebo (post hoc, not multiplicity controlled). 'p<0.001 vs placebo (post hoc, not multiplicity controlled). *>2-point change in MG-ADL score indicates a clinically meaningful
improvement. CFB, change from baseline in qualifying double-blind study; CI, confidence interval; MG-ADL, Myasthenia Gravis Activities of Daily Living; LS, least squares.
1. Howard JF Jr., et al. Lancet Neurol. 2023;22(5):395-406.



Mean (% SE) CFB in MG-ADL score

RAISE-XT: Improvements in MG-ADL score were sustained
through to Week 96

Double-blind
0 8 12 24 36 48 60 72 84
O 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 J
1 — -l - Placebo
— -@ - Placebo / zilucoplan 0.3 mg/kg
=2 §‘§“ —@— Zilucoplan 0.3 mg/kg / zilucoplan 0.3 mg/kg
3 ‘% _i —@— Zilucoplan 0.3 mg/kg pooled
_4 .
_5 .
_6 .
—7 - - —+— 4\}
_8 .
_9 .

Number of patients (n)
Placebo (n=90)
90 89 9090
Zilucoplan 0.3 mg/kg (n=93)
93 93 9393

Zilucoplan 0.3 mg/kg pooled (n=183)

175 170
Data cutoff: May 11, 2023.

162 155 149 129 101

96 Week

Mean CFB in MG-ADL score:

» Increased rapidly at Week 1 in
those who switched from placebo
to zilucoplan

« Continued to improve through
to Week 24 and was
sustained through to Week 96
for pooled zilucoplan 0.3 mg/kg
patients

Similar patterns over time were
observed for:

+ QMG score

« MGC score

« MG-QolL 15r score

* Neuro-Qol fatigue score

CFB, change from baseline in qualifying double-blind study; MG-ADL, Myasthenia Gravis Activities of Daily Living; MGC, Myasthenia Gravis Composite; MG-QoL 15r, Myasthenia Gravis Quality of
Life 15-item revised; Neuro-QoL, Quality of Life in Neurological Disorders; QMG, Quantitative Myasthenia Gravis; SE, standard error.



MG-ADL responder rates were sustained and MSE responder

rates improved through to Week 96

100 - 89.2 88.2
e 80 742 759 308 -
« MG-ADL responder rates é?u_f €0
. . ()]
(=3-point improvement from 08 40
baseline*) were high and sustained 2 20 -
through to Week 96 0
Week 12 Week 13 Week 24 Week 60 Week 96
(end of double-blind
studies)
100 -
« MSE responder rates < 80 -
(MG-ADL score of 0 or 1) increased w60 -
. . . o 41.7 48.2
rapidly and continued to improve =2 4 218 247 31.7
194 . )
through to Week 96 g 201 7.
0 _4‘
Week 12 Week 13 Week 24 Week 60 Week 96
(end of double-blind
studies)
. Placebo (double-blind studies) . Zilucoplan 0.3 mg/kg (double-blind studies)/
(n=90) zilucoplan 0.3 mg/kg (n=93)
% Placebo (double-blind studies)/ . All zilucoplan 0.3 mg/kg

*In participants who have not received rescue medication. Data cutoff: May 11, 2023.
MG-ADL, Myasthenia Gravis Activities of Daily Living; MSE, minimal symptom expression.

zilucoplan 0.3mg/kg (n=90)

(n=183)



61% of patients reduced or discontinued corticosteroid dose
during zilucoplan treatment with maintained efficacy

100 - 100 -
Mean dose reduction from BL*: 15.49 mg/day Mean dose increase from BL*: 11.56 mg/day
o 297 Mean CFBin MG-ADL score: —6.55 o %7 Mean CFBin MG-ADL score: —7.38
80 - B g R
)] )]
|- 70 - I 70 -
g S 28
§8 o0 61.1% §-8 o0
o™ 50 - (33/54) o™ 50 -
e % o X
23 40 S8 4
- ; [~ ;
§_ 30 - §_ 30 -
E 20 - E 20 - 9.3%
(8/86)
0 - 0 -
B Reduced or discontinued dose* B Increased dose’

*Among patients receiving corticosteroid treatment at double-blind BL (N=54). fAmong all patients (N=86).
Data cutoff: November 11, 2023. BL, baseline; CFB, change from baseline; MG-ADL, Myasthenia Gravis Activities of Daily Living.



Complete complement inhibition was maintained during
concomitant use of zilucoplan with IVIg and PLEX

100

90

e 80

c

ES 7

%’_ g 60

€5 S0

08 4
- L
c

8 = 30

= 20

10

0

IVIg (n=10%) PLEX (n=1%)
B Pre-rescue Post-rescue

*Events with available data. Complement activity was measured by sRBC lysis assay, with post-administration measurement taken up to 1 day after rescue treatment.
Data cutoff: September 8, 2022. IVIg, intravenous immunoglobulin; PLEX, plasma exchange; sRBC, sheep red blood cell.

Complete complement inhibition (>95.0%)
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Conclusions

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

There was a rapid improvement of symptoms, which was sustained through to Week 96

In the majority of patients, reduction in dose or discontinuation of concomitant corticosteroids was
possible with maintained efficacy while receiving zilucoplan

Complete complement inhibition was maintained after rescue therapy (IVIg or PLEX) during
zilucoplan treatment, confirming that zilucoplan can be used concomitantly with IVIg or PLEX
without the need for supplemental dosing

1VIg, intravenous immunoglobulin; PLEX, plasma exchange.

11



	Long-term safety and efficacy of zilucoplan in myasthenia gravis: Additional interim analyses of RAISE-XT ��James F. Howard Jr.1, Miriam Freimer2, Angela Genge3, Channa Hewamadduma4,5, Yessar Hussain6, �Angelina Maniaol7, Renato Mantegazza8, Marek Smilowski9, Kimiaki Utsugisawa10, Tuan Vu11, Michael D. Weiss12, Babak Boroojerdi13, Guillemette de la Borderie14, Petra W. Duda15, Mark Vanderkelen16, and M. Isabel Leite17 on behalf of the RAISE-XT study team
	Conflicts of interest
	Introduction and study design
	RAISE-XT included a broad, mild-to-severe gMG population
	Zilucoplan demonstrated a favorable safety profile and was well tolerated
	RAISE: Rapid and clinically meaningful improvements in �MG-ADL score
	RAISE-XT: Improvements in MG-ADL score were sustained through to Week 96
	MG-ADL responder rates were sustained and MSE responder rates improved through to Week 96
	61% of patients reduced or discontinued corticosteroid dose during zilucoplan treatment with maintained efficacy
	Complete complement inhibition was maintained during concomitant use of zilucoplan with IVIg and PLEX
	Conclusions

