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Introduction and RAISE™ study design

« Zilucoplan, a C5 complement inhibitor, showed rapid and clinically meaningful improvement in
MG-ADL and QMG total scores versus placebo in the randomized, double-blind, placebo-controlled,
Phase 3 RAISE study in patients with anti-AChR Ab+ gMGl

« gMG is a heterogenous disease, and patterns of affected muscles may vary between individuals?3

Objective: Assess the effect of zilucoplan on MG-ADL and QMG subdomain scores in patients with gMG,

covering ocular, bulbar, respiratory and limb/axial muscle groups

n Hul 2t ACHR Ab Post hoc analyses
& Adults with anti-AChR Ab+ gMG Zilucoplan 0.3 ma/kg CFB in MG-ADL & QMG
_ o _ or subdomain scores at
Patients self-administered daily placebo Week 12 in patients with BL
SC injeCtiOnS for 12 weeks subdomain scores >1

\_ /

*NCT04115293.

Anti-AChR Ab+, positive for autoantibodies against the acetylcholine receptor; BL, baseline; C5, component 5; CFB, change from baseline; gMG, generalized myasthenia gravis; MG-ADL, Myasthenia Gravis Activities of Daily Living;
QMG, Quantitative Myasthenia Gravis; SC, subcutaneous.

1. Howard JF Jr., et al. Lancet Neurol. 2023;22(5):395-406. 2. Gilhus NE, et al. Nat Rev Dis Primers. 2019;5(1):30. 3. Gilhus NE, Verschuuren JJ. Lancet Neurol. 2015:14(10):1023-1036.



MG-ADL and QMG subdomains assessed in RAISE

MG-ADL items!? QMG items?
Score 0—3 per item Score 0—3 per item
» Double vision  Double vision
OCULAR - Eyelid droop - Ptosis

« Facial muscles

MG-ADL, Myasthenia Gravis Activities of Daily Living; QMG, Quantitative Myasthenia Gravis.
1. Wolfe GI, et al. Neurology. 1999;52(7):1487-1489. 2. Barohn RJ, et al. Ann N Y Acad Sci. 1998;841:769-772.



MG-ADL and QMG subdomains assessed in RAISE

MG-ADL items?
Score 0-3 per item

* Double vision

OCULAR - Eyelid droop
Talking

BULBAR Chewing
Swallowing

MG-ADL, Myasthenia Gravis Activities of Daily Living; QMG, Quantitative Myasthenia Gravis.
1. Wolfe GI, et al. Neurology. 1999;52(7):1487-1489. 2. Barohn RJ, et al. Ann N Y Acad Sci. 1998;841:769-772.

QMG items?
Score 0-3 per item

* Double vision
« Ptosis
« Facial muscles

Swallowing
Speech



MG-ADL and QMG subdomains assessed in RAISE

MG-ADL items?
Score 0-3 per item

* Double vision

OCULAR - Eyelid droop
Talking

BULBAR Chewing
Swallowing
Breathing

MG-ADL, Myasthenia Gravis Activities of Daily Living; QMG, Quantitative Myasthenia Gravis.
1. Wolfe GI, et al. Neurology. 1999;52(7):1487-1489. 2. Barohn RJ, et al. Ann N Y Acad Sci. 1998;841:769-772.

QMG items?
Score 0-3 per item

* Double vision
« Ptosis
« Facial muscles

Swallowing
Speech

Forced vital capacity



MG-ADL and QMG subdomains assessed in RAISE

MG-ADL items!? QMG items?
Score 0-3 per item Score 0—3 per item
_________ 1| - Double vision * Double vision
| OCULAR - Eyelid droop - Ptosis
| - Facial muscles
|
\ : + Talking - Swallowing
| '-—> BULBAR - Chewing - Speech
:  Swallowing
|
: Breathing Forced vital capacity
|
|
: Impairment of ability to:  Right/left arm outstretched
__ > LIMB/AXIAL . Br.ush teeth or hgir . R?ght/left hand grip
* Arise from a chair « Right/left leg outstretched

» Head, lifted

MG-ADL, Myasthenia Gravis Activities of Daily Living; QMG, Quantitative Myasthenia Gravis.
1. Wolfe GI, et al. Neurology. 1999;52(7):1487-1489. 2. Barohn RJ, et al. Ann N Y Acad Sci. 1998;841:769-772.



MG-ADL and QMG subdomains assessed in RAISE

MG-ADL items!? QMG items?
Score 0-3 per item Score 0—3 per item
————————— i * Double vision  Double vision
| OCULAR - Eyelid droop - Ptosis
| - Facial muscles
|
) | - Talking - Swallowing
| '-—> BULBAR - Chewing - Speech
:  Swallowing
|
: Breathing Forced vital capacity
|
|
: Impairment of ability to:  Right/left arm outstretched
__ > LIMB/AXIAL . Br.ush teeth or hgir . R?ght/left hand grip
* Arise from a chair « Right/left leg outstretched

» Head, lifted

Post hoc analysis: CFB in MG-ADL and QMG subdomain scores at Week 12
in patients with subdomain scores =1 at BL*

*mITT population, including all randomized patients who received at least one dose of study drug and had at least one post-dosing MG-ADL score.
BL, baseline; CFB, change from baseline; MG-ADL, Myasthenia Gravis Activities of Daily Living; mITT, modified intent-to-treat; QMG, Quantitative Myasthenia Gravis.
1. Wolfe GI, et al. Neurology. 1999;52(7):1487-1489. 2. Barohn RJ, et al. Ann N Y Acad Sci. 1998;841:769-772.



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

Age, years, mean (SD)
Sex, female, n (%)
White, n (%)

MGFA Disease Class, IIE%EE
o
n (%) IVa/IVb

MG-ADL score, mean (SD)

QMG score, mean (SD)

Duration of disease from diagnosis, years, mean (SD)
Prior MG crisis, n (%)

Thymoma diagnosis, n (%)

Previous thymectomy, n (%)

Prior corticosteroids,” n (%)

Prior NSISTs,” n (%)

mITT population, unless otherwise stated. *Safety set, including all randomized patients who received at least one dose of either placebo or zilucoplan.

Placebo
(N=88)

53.3 (15.7)

47 (53.4)

62 (70.5)
27 (30.7)
57 (64.8)
4 (4.5)

10.9 (3.4)
19.4 (4.5)
9.0 (10.4)
29 (33.0)
18 (20.5)
37 (42.0)
74 (84.1)
54 (61.4)

Zilucoplan 0.3 mg/kg
(N=86)

52.6 (14.6)

52 (60.5)

66 (76.7)
22 (25.6)
60 (69.8)
4 (4.7)
10.3 (2.5)
18.7 (3.6)
9.3 (9.5)
28 (32.6)
21 (24.4)
45 (52.3)
77 (89.5)
49 (57.0)

gMG, generalized myasthenia gravis; MG, myasthenia gravis; MG-ADL, Myasthenia Gravis Activities of Daily Living; MGFA, Myasthenia Gravis Foundation of America; mITT, modified intent-to-treat;

NSIST, non-steroidal immunosuppressant therapy; QMG, Quantitative Myasthenia Gravis; SD, standard deviation.



MG-ADL scores improved at Week 12 across all subdomains
in patients with subdomain BL scores =1

Ocular Bulbar Respiratory* Limb/axial
BL score, mean
(SD) 3.7 (1.5) 3.4(1.4) 3.4(1.7) 3.3(1.4) 1.3(0.5) 1.4 (0.5) 3.1(1.1) 2.9(1.0)
Mean CFB (SD) 0 - n=84 n=81 n=82 n=79 n=73 n=69 n=78 n=81
at Week 12
_110 N 1—0.4
-2,0 -
t= -3,0 -
(O]
5
: B Placebo (n=88)
Q_ L
= v 40 m Zilucoplan 0.3 mg/kg (n=86)

mITT population. Data shown for patients with MG-ADL subdomain score >1 at BL for the relevant subdomain. Error bars denote SD.

*Patients had mild respiratory symptoms at baseline; mean (SD) MG-ADL respiratory subdomain scores at baseline were 1.1 (0.6) for placebo and 1.1 (0.7) for zilucoplan in the overall population.
BL, baseline; CFB, change from baseline; MG-ADL, Myasthenia Gravis Activities of Daily Living; mITT, modified intent-to-treat; SD, standard deviation.



QMG scores improved at Week 12 across all subdomains
in patients with subdomain BL scores =1

Ocular Bulbar Respiratory* Limb/axial
BL score, mean
(SD) 5.2 (2.0) 4.9 (1.9) 2.5(1.3) 2.5(1.3) 1.7 (0.7) 1.7 (0.8) 11.4 (2.6) 11.1(2.1)
Mean CFB (SD) 0 - L 1-82 n=66 n=65 n=46__ n=38 n=84 n=83
at Week 12
-1,0 1
-2,0 - -1.7
3,0 - ’
_4’0 .
-5,0 -
% B Placebo (n=88)
= 1
v 60 m Zilucoplan 0.3 mg/kg (n=86)

mITT population. Data shown for patients with QMG subdomain >1 at BL for the relevant subdomain. Error bars denote SD.
*Patients had mild respiratory symptoms at baseline; mean (SD) QMG respiratory subdomain scores at baseline were 0.9 (1.0) for placebo and 0.8 (1.0) for zilucoplan in the overall population.
BL, baseline; CFB, change from baseline; mITT, modified intent-to-treat; QMG, Quantitative Myasthenia Gravis; SD, standard deviation.
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Zilucoplan demonstrated a favorable safety profile and was
well tolerated

Zilucoplan
PI:icebo 0.3 mg/kg
(N=88) (N=86)
Any TEAE, n (%) 62 (70.5) 66 (76.7)
Serious TEAEs, n (%) 13 (14.8) 11 (12.8)

TEAES resulting in
permanent withdrawal from 2 (2.3) 4 (4.7)
study drug,” n (%)
Treatment-related
TEAEs, n (%)

Severe TEAEsS, n (%) 11 (12.5) 10 (11.6)

TEAEs leading to
death,™ n (%)

22 (25.0) 28 (32.6)

1(1.1) 1(1.2)

Safety set.

*Includes all deaths. *One patient died in each group; neither death was considered related to the study drug.
TEAE, treatment-emergent adverse event.

Howard JF Jr., et al. Lancet Neurol. 2023;22(5):395-406.



Zilucoplan demonstrated a favorable safety profile and was

well tolerated

Placebo 5';“;?')/'?(“ Most common
(N=88) (I\.l=86§’ 9 TEAEs,* n (%)
Any TEAE, n (%) 62 (70.5) 66 (76.7) |—> Headache
Serious TEAES, n (%) 13 (14.8) 11 (12.8) MG worsening
TEAES resulting in Injection-site
permanent withdrawal from 2 (2.3) 4 (4.7) bruising
study drug,” n (%) Diarrh
Treatment-related larrnea
TEAES, n (%) 22 (25.0) 28 (32.6)
Severe TEAES, n (%) 11 (12.5) 10 (11.6)
TEAESs leading to 1(1.1) 1(1.2)

death,™ n (%)

Safety set.

*Includes all deaths. *One patient died in each group; neither death was considered related to the study drug. *Most common TEAEs listed are those occurring in 210% of patients in either treatment group.

MG, myasthenia gravis; TEAE, treatment-emergent adverse event.

Howard JF Jr., et al. Lancet Neurol. 2023;22(5):395-406.

Placebo
(N=88)

14 (15.9)
8 (9.1)
8 (9.1)

2 (2.3)

Zilucoplan
0.3 mg/kg
(N=86)

13 (15.1)
9 (10.5)
14 (16.3)

9 (10.5)
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Summary and conclusions

0414

may affect these muscle groups differently

gMG may affect a range of muscle groups depending on the individual, and treatments

In these post hoc analyses of the RAISE study, zilucoplan treatment led to improvements
from baseline and relative to placebo across all subdomain scores in MG-ADL and QMG

Zilucoplan demonstrated a favorable safety profile and was well tolerated

These data support zilucoplan as a treatment option for patients with gMG across a broad
range of symptom patterns

gMG, generalized myasthenia gravis; MG-ADL, Myasthenia Gravis Activities of Daily Living; QMG, Quantitative Myasthenia Gravis.
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