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Educational objectives

To recognize the mechanisms of action

being explored in new therapeutics for
myasthenia gravis

To be informed about new agents
available and those in late stages of
Investigation for myasthenia gravis and
how they might be used

To be aware of updates to the
International Consensus Guidance to
manage myasthenia gravis



GMG Outcomes Since 2000

n=199, onset after 2000
Formalized evals up to 10 yrs
Rx per Austrian guidelines

Results
= Only 5% experience nadir after yr 1
= MMS or better at 1 yrin 51% '

Subgroups

= MMS or better >12 mos in 63% ¢ W estamion

= Median time to MMS 30.9 mos g H-Mwm 50 yo
_ £ Thymoma-assaciated

= Pts asymptomatic for >12 mos by  § B

yr 2 do better

= MuSK+ pts with better outcome
than prior studies [rituximab]

I Seronegative
, ,

Time in years

m 9deaths, 7 in LOMG group MMS or better >12 mos

m  On par with Austrian mortality rates

Tomschik M et al. Neurology
2020;95:e1426-1436



MG Outcomes Since 2000

m Nn=367 followed =22 yrs

m No C’ inhibitors or FcRn
antagonists used

m /2% achieved Tx goal within 2
yrs [MMS or better]

m >80% within 10 yrs of first
visit
m Variables predicting Tx goal
s AChRADb+
= [hymectomy (n=78)

= Thymoma patients did just as
well

m Shorter disease duration
(p:O 0k ) Sanders DB et al. Muscle Nerve 2023:;67:291-296




IVig as steroid sparer

m DBPC trial, AChRADb+ on
prednisone

= 215 and <60 mg/d
prednisone at least 3 mos
m No A in IS agents x 6 mos

» MGFA Class lI-IVa (n=60)

= |VIg 2 gm/kg followed by 1
gm/kg g3 wks to wk 36

m Set taper schedule of 5-10

1° outcome
% pts with =250% steroid reduction
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mg q3wks dependent on Al <20 me/day >0 mg/day
dOSing and titration schedule Bril Neur013'100'e82
[QMG dependent] | R
m [apering to 0 mg at physician
discretion

s Withdrawn if failed 29 taper



IVIG as maintenance Rx

n=62 AChRADb+; phase 2
multicenter study

IVIG 2 gm/kg, then 1 gm/kg q3wks
vs placebo (1:1)

QMG =10
= BL for IVIG group was 14.6
= BL for placebo group was 16.2

Results at wk 24

= 1°0 AQMG -5.1 vs. -3.1 (p=0.187)

m 2°: 23 pt difference in QMG or MGC
(p=0.442; 0.610)

=2 pt difference in MG-ADL (p=0.025)
Authors comment assumed impact
of maintenance IVIG in MG likely

overestimated historically
= Bril V et al. Muscle Nerve 2025;71:43-54




MG: Unmet treatment needs
m 10% of refractory patients

m 20% of patients with problematic AEs
s MuSK MG patients?
s MG during pregnancy/breast feeding

s MG crisis
m When |VIg (or PE) ineffective

m Many medical centers do not have access to PE
s Something that has more “persistence”

m From International Treatment Guideline:

“The use of xxx as maintenance therapy should be considered for
patients with refractory MG and in those in whom
immunosuppressive medications are relatively contraindicated
because of comorbidity or pregnancy.”



Monoclonal Ab & Inhibitors in MG

Infection?
v CHEMOKINES AND CYTOKINES
_—— . -IL6 that influences Th17 and Treg
V Antigen (AChR) -Th17-secreted IL-17A, IL-21 and IL-22

proinflammatory cytokines
(increased in MG)

Costimulatory

‘6 TCR /" IL6 blockers: Satralizumab \\
I

molecules 8*

O Trey / JAKISTAT blockers: \\ 2

4 Ruxolitinib, Tofacitinib N
,‘ CD4 0\0‘\ < .
IL-4 ﬁr Seagianiadenists , WP ...\l Eculizumab/Ravulizumab
e\ ot rhbio ®1 L{via Th1/Th2) ‘\OQ = gz& Zilucoplan
' \ < Factor D.inhibition
\__4 ........ Py
IL-17, BAFF Igs A \\ 7/

Rituximab, TAK-079 .. i 4
Inebilizumab

Modified from Dalakas MC. Ther Adv Neurol Disord 2015;8:316-327



Complement role in MG
Howard JF Jr. Ann NY Acad Sci 2018; 1412:113-128

Role of complement in myasthenia gravis

Autoreactive
T cell Nerve Agnn
N o VGCC terminal
. U

B cell
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Figure 2. Pathophysiology of anti-AChR*T MG. The three major pathogenic mechanisms of AChR autoantibodies in MG include
complement activation at the neuromuscular junction, which causes the formation of MACs on the muscle membrane and
destruction of the typical folds in the motor endplate; antigenic modulation that results in the internalization and degradation of
surface AChRs; and binding of AChR antibodies at the AChR ligand binding site, which could directly block ACh binding and,
consequently, channel opening. ACh, acetylcholine; AChR, acetylcholine receptor; LRP4, low-density lipoprotein receptor—related
protein 4; MAC, membrane attack complex; MG, myasthenia gravis; MuSK, muscle-specific kinase; VGCC, voltage-gated Ca’t
channel; VGSC, voltage-gated Nat channel. Adapted by permission from Ref. 2.




REGAIN Eculizumab Study

Parallel-group, multicenter Phase 3 study of 125
subjects completed

26 WK duration
Looser entry criteria regarding PE/IGIV

900/1200 mg dosing was slightly higher than
Phase 2

Results

= A MG-ADL was 1° outcome

m p=0.0698 by worst rank analysis
m 18/22 pre-specified endpoint analyses with p<0.05 based on 1°
and five 2° outcomes
m Worst rank analysis for QMG (p<0.05)

m Responder analyses for MG-ADL and QMG (p<0.05)
= Howard JF et al. Lancet Neurology 2017;16:976-986



REGAIN Eculizumab Study

2nd and 3rd Secondary Endpoints:
MG-ADL and QMG Responder Analyses’

B Eculizumab n =62 M Placebo n =63
MG-ADL
6% 16%t
10% 23%*
18% 27%*
34%f
39%t
45%t
p=0.0018
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1.Proportion of patients with improvement in total score and no rescue therapy at week 26 from baseline

2.Secondary Endpoints: =z 3-point reduction in MG-ADL, = 5-point reduction in QMG and no rescue therapy

* -t - (o
p=0.05 Tp =£0.01; ¥p £ 0.001 REGAIN

FL2.3: - REGAIN: A Randomized, Double-Blind, Placebo-Confrolled Muifi-Center Phaze 3 Study OF The Safety And Efficacy Of Eculizumab in Subjectz With Refractory Generalized Myazthenia Graviz - Dr. Jamez F. Howard, Jr. / STUDY




REGAIN Eculizumab Study
Long-term results

= Eculizumab Double-blind = Eculizumab/eculizumab
e Placebo I Double-blind induction ® Placebo/eculizumab
Open-label eculizumab

A\
exacerbations

mean MG-ADL total score (95% Cl)

Patients, n
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Muppidi S et al. Muscle Nerve 2019;60:14-24




Japan: Eculizumab 1 year experience
Corticosteroid tapering (n=130)

=
—_—
L]
—
| =
2
™
o

40 -

40

20 4

10 4

0=
m 126 126 126 126 126 126 126 125 124 118 116 109 103 59 59 59 5HE 58 456

L]
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B Average daily dose Average daily dose Average daily dose Average daily dose
=5 mg/day =5 mgiday, =10 mo'day =10 mgfday, =15 mg'day =13 mg/day

Percent of patients on <5 mg/d increased from 7% to 26%

Murai H et al. Neuroimmunol 2022; DOI: 10.1111/cen3.12716




REGAIN Eculizumab Study: Long-term results

Events Patients
Event n ’  experiencing an  Events per 100 PY
event, n (%)

All adverse events 1,816 113 (96.6) 800.0
Most common adverse events >10% of all patients, N=117
Headache 71 44 (37.6) 31.3 One case of
Nasopharyngitis 76 37 (31.6) 33.5 meningococcal
Diarrhea 40 27 (23.1) 17.6 menlngltls after
Upper respiratory tract infection 55 27 (23.1) 242 data lock that
Myasthenia gravis exacerbations 40 23 (19.7) 17.6 resolved c Abx
Arthralgia 29 22 (18.8) 12.8
\EWELE] 26 21 (17.9) 1.5
Pain in extremity 21 18 (15.4) 9.3 Open_|abe| study in
Cough 21 17(14.5) 93 11 adolescents with
Fatigue 21 17 (14.5) 9.3 i

_ v refractory gMG with
Urinary tract infection 32 17 (14.5) 14.1

approval for 26 yo

Influenza 24 16 (13.7) 10.6 600-900 mg induction:
Gastroenteritis 15 14 (12.0) 6.6 300-1200 mg g2 wks
Bronchitis 22 13 (11.1) 9.7 Brandsema JF et al.
Pyrexia 17 13 (11.1) 7.5 Pediatr Neurol
Fall 24 12(10.3) 10.6 2024;156:198-207
All serious adverse events 147 52 (44.4) 64.8

Muppidi S et al. Muscle Nerve 2019; 60:14-24



Ravulizumab Phase 3 CHAMPION Trial

Approved in 12/2018 for atypical HUS, then PNH
Approved on 4/27/22 for AChRAb+ gMG

Offers q8 wk IV administration

= Dosing by weight: 2400-3600 mg

m most adult pts will receive 2700 mg load followed 2 wks later by 3300 mg
maintenance doses

= n=175, MG-ADL =6, mean dz duration 10 yrs, mean baseline QMG 15

Outcomes at 26 wks
= 1°: MG-ADL -3.1 vs. -1.4 placebo (p<0.001)
= QMG -2.8 vs. -0.8 placebo (p<0.001)
m =5 pt QMG drop 3x as likely with active Rx (36% vs. 13%)
= QOL-15r and fatigue measures did not reach significance

AEs

= HA actually lower on active Rx than placebo (19% vs. 26%)
m 2 deaths on active Rx: COVID-19 and cerebral hemorrhage

= No meningococcal infections
m MGFA Scientific Session, 10/30/2021; AAN Meeting, 4/5/22
m VuT.etal. NEJM Evid 2022; 1(5) DOI 10.1056/EVID0a2100066



Ravulizumab Phase 3 CHAMPION Trial

Vu T. et al. NEJM Evid 2022; 1(5) DOI 10.1056/EVID0a2100066
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Zilucoplan Phase 3 RAISE Trial
= n= 174 AChRAb+ gMG; MG-ADL>6, QMG=12

= No thymectomy in prior 12 mos
= 0.3 mg/kg sq qd vs placebo x 12 wks
s Baseline QMG ~19 (sl worse than Phase 2 overall)

m Results
s 1° A MG-ADL -4.39 vs -2.30 at wk 12 (p=0.0004)
m /3% vs. 46% with MG-ADL decrease of 23 pts (p=0.0005)
m 58% vs. 33% with QMG decrease of 25 pts (p=0.0012)
m 2% QMG, MGC, MG-QOL15r also hit statistical significance vs
placebo
m AES
m HA ~15% in both arms; 23% in open label data
= Injection site rxns 33% active vs. 15% placebo
s <5% treatment-emergent AEs leading to withdrawal
= Anti-drug Ab in 2 zilucoplan pts: no apparent impact

= 1 death per arm: cerebral bleed on placebo; COVID-19 on active
m Howard JF et al. Lancet Neuroloqgy 2023:23:395-4006



Zilucoplan Phase 3 RAISE Trial

A MG-ADL score (primary endpoint) B QMG score
Zilscoplan 0-3 mg/kg (n=86)

]78 Responder threshold (23 points)

=- Placebo (n=88) b 2 67 J79 Minimal clinically important difference (=2 points|
~e— Zilucoplan 03 mg/kg (n=86) B8 75| J&s

Least squares mean (95% Cl) change from baseline
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Howard JF et al. Lancet Neurology 2023;23:395-406

Least squares mean (95% Cl) change from baseline

FDA approval for AChRAb+ gMG on 10/17/23
[5t distinct agent approved for gMG since 2017]




Claseprubart Phase 2 GMG Trial

Efficacy Summary at Week 13

MAD that targets active form
of C1s; selectively impacts | e

MG-ADL mean

classical pathway

QMG mean

n=65 AChRAb+ " oaseline
300 or 600 mg sq g2wk to |

baseline

Wk1 3 MG-Qol-15r
mean change

Significant reductions in

MG_ADL & QMG Placebo Placebo
s MG-ADL improvement by wk 1 : : o

5% |
= No significant difference between ol o5
the two doses

. . : 3% % 2 100 I
]
N O I nfe Ct I O n S I g n a I 100%  50% 0% 50% % 100% 50% 0%

| NO SAES % of participants % of participants
Agent also in studies for CIDP Dianthus Therapeutics press release,
(Phase 3) , MMN (Phase 2) 9/8/25
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Advisory Cmte on Immunization Practices (ACIP)
Neisseria meningitides

Serogroup Vaccine Schedule
brand (given IM)
ACWY (MenACWY)  Menquadfi Initial: 2 doses

“ - . - ted by 2 MoOsS
Conijugate/Quadrivalent” (replaced separa
Jugate/Q Menactra) Booster: g5 yrs

Menveo Same as above

B (MenB) Bexsero Initial: 2-3 doses with
last at 6 mos

Booster: 1 yr; then 92-3
yrs

Don’t switch between Trumenba Initial: 3 doses @ O, 1-

MenB vaccines 2, 6 mos
Booster: 1 yr; then q2-3

yrs

Pentavalant Penbraya vaccine now FDA approved



Background: Anti-FcRn Strategy

Serum
pH7.4

Endothelial cell

Up’take Release at
neutral pH

Endosome, pH 6.0
lgG binds FcRn

Recycling of

Unbound , bound IgG
proteins

degraded in

lysosome

@  Other protein

Goal of anti-FcRn therapy

Reviewed in Wolfe Gl et al. J Neurol Sci 2021;430:118074



Efgartigimod in MG
s Phase 3 ADAPT trial

s N=167 (77% AChRAb+)
s Efgartigimod 10 mg/kg IV gwk x4 wks vs. placebo

m Re-treat per clinical response (MG-ADL =5; lost response) no sooner than 8 wks

s Results ["4 consecutive wWks]

Outcome at 26 wks Efgartigimod Placebo

MG-ADL 22 pt drop in AChRAb+ (1°)* 30% (p<0.0001)

QMG =3 pt drop* 14% (p<0.0001)
MSE (MG-ADL O or 1) 11% (p<0.0001)

m All MG Ab subgroups responded

m Onsetin first 2 wks in 57% vs. 25% on placebo
m 23% with 8-11 wk durable response measured by MG-ADL
= 34% with 212 wk durable response

m Well tolerated (28% with HA in both groups; fewer SAEs on active
Rx, 5% vs. 8%)
m Howard JF et al. Lancet Neurol 2021:20:526-536



Efgartigimod in MG

m First in class FDA approval 12/17/21

= Adult AChRAb+ gMG patients

m 1/26 update: SNMG approval based on
further studies

m 10mg/kg IV gwk x 4wk cycles

m Safety of repeat cycle within 50d of start of
prior cycle unknown

m \WWarnings/AEs

= Delay if active infection
m 210%: RTI, UTI, headache



Efgartigimod IV q2 wks vs fixed cycles g8 wks
m =69, 218 yo, AChRAb+, MG-ADL 25

= N=52 on q2 wk schedule

m 1° AMG-ADL at wk 21
m Results

Outcome g2 wks Fixed cycles
AMG-ADL -4.6

MG-ADL decrease of 73.1%

25 pts during study
MSE @ any time 44 2%

m Study D/Cs

m 2in each arm

m Habib AA et al. Ann Clin Transl Neurol 2025; doi:10.1002/acn3.70051



Rozanolixizumab in MG

m Phase 3 MycarinG study (n=200); humanized IgG4

s 7 mg/kg vs. 10 mg/kg vs placebo sq infusion qwk x6 wks
m Included AChR and MuSK-Ab+ subjects
m MG-ADL=3 non ocular; QMG=11

= Results
m 1° MG-ADL ~ -3.4 pt for both active arms vs. -0.8 (p<0.001) at day 43
m All 12 MuSK pts on active Rx were MG-ADL responders
= Improvements by day 8
QMG, MGC, MG Symptoms PRO significantly improved (p<0.0002)
HA 45% vs. 38% vs. 19% (placebo)
= Mostly after 15t dose
Diarrhea, pyrexia, nausea other common AEs
m SAEsS 5% vs. 19% vs. 5% (placebo)
No serious infections in active arms
m No deaths

m FDA approval in June 2023 for AChR and MuSK Ab+ pts
m Bril V et al. Lancet Neurology 2023;22:383-394



Rozanolixizumab in MG

= FDA approved label
= Adult AChRAb+ & MuSKAb+ GMG

Pt wt (kg) Dose Volume (sq)

<50
50 to <100

2100

m Cycles
= 6 weekly sq infusions (<15 min)
m 263 days from start of prior cycle
= 90% of pts had longer intervals



Anti-FcRn: Nipocalimab (IgG1)
Phase Il Vivacity trial, n=153 seropositive

AChR, MuSK, LRP4 Abs; separate SNMG analysis
m 88% AChRAb+ and 11% MuSKADb+

MG-ADL =6
IV g2wks to wk 24 (30 mg/kg load; then 15 mg/kg)

2° outcome: sustained response of 22 pt MG-ADL
drop from wk 4 to 24 (2 excursions allowed)

Statistically significant improvement in MG-ADL compared  Statistically significant improvement in QMG compared to
|| 5 6 0/ (0} VS . 2 6 % p I ace bo to placebo in antibody positive gMG patients (anti-AChR, placebo in antibody positive gMG patients (anti-AChR, anti-
anti-MuSK and anti-LRP4) MuSK, and anti-LRP4)
e T————
A E S o +- Nipecalmab - Placsbo
g . 1 i S PM G 1121;‘7\ rnqk;:\
g

AMG-ADL

= HA 14% vs. 17% placebo
m Severe infection 3-4%

= No hypoalbuminemia

= Edema 11% vs. 2% placebo [ e
= Agent does not cross placenta

Difference of LS means (SE) = -1.45 (0.470), p=0.002 Difference of LS Means (SE) =-2.81(0.710), p<0.001

Antozzi C et al. Lancet Neurol 2025;24:105-116



Anti-FcRn: Nipocalimab (IgG1)

m Open label Phase 2/3 in pediatric gMG
m n=/, mean MG-ADL ~4
s MG-ADL improved by >2 pts by wk 4-24

m Well tolerated
= No SAEs thru wk 24

= Strober J. MGFA Scientific Session, 10/15/24



Anti-FcRn: Nipocalimab (IgG1)

m FDA approval on April 29, 2025
s GMG 212 yo with AChRAb or MuSKADb
= Dosing
=30 mg/kg IV loading dose (30 min)
=15 mg/kg IV g2 wks thereafter



Anti-FcRn: Batoclimab (IMVT-1401)

s Phase 3 1:1:1 study of 680 mg:340mg:placebo sqg
Injection gwk x 12 wks followed by 340 mg wk:340 mg
gowk: placebo in initial responders x 12 wks (MG-ADL =2
pt reduction)

m 1° AMG-ADL from baseline at wk 12

s Results
= 5.6 point improvement on higher dose (74% mean IgG reduction)*
= 4.7 point improvement on lower dose (64% mean IgG reduction)*
= 3.6 point improvement on placebo

Outcome Placebo 340 mg gqwk* | 680 mg qwk*
MSE at wk 12 7%

AMG-ADL 25 drop at wk 12 1%

= Higher dose superior on second randomization
s AE/safety data consistent with prior experience

= Topline results press release 3/19/25



Monoclonal Ab approaches in MG

TAK-079 Y MEDI551 Rituximab %

\ ~~ | Ocrelizumab

CD38 ) 4 «z— | Ofatumumab

Epratizumaly ™ ) CD201 opitizumab ok
. QA (L

CDb22 .9 CDB0/86

\t\.; /
Lymphotoxin-b =
Receptor (LTbR-Ig) |

b\AFF-R | CD154
BR,Fc_4 - BC ,

- CTLA-4/CD28

Boell MG = | ..« CD4

Atacicept: TACI IgG fusion
protein
Belimumab: anti-BLyS human
Y%  monoclonal antibody
“Telitacicept +APRIL

Courtesy of Hans-Peter Hartung, MD, FRCP




Rituximab in new-onset gMG (RINOMAX)

n=47 (only 2 not AChRAb+);
<12 mos sx, MGFA 2-4

QMG =26 (9.4 at BL)
RTX 500 mg x1

80,

1° minimal dz manifestations [

at wk 16

= Prednisolone tapered to <10 mg/d
(max at entry 40 mg/d)

= No rescue Rx wks 9-16 including
prednisolone bump

= QMG =4

Results

m 1°:17/24 (71%) RTX vs. 6/21(29%)
placebo (p=0.007)

= 2°: QMG, MG-ADL, MG-QOL did not
reach significance

m Rescues/hospitalization only with
placebo: 3x as many placebo pts with
censored data for rescue

E Proportion of patients with minimal disease manifestations
at each study visit

E Kaplan-Meier estimate of the proportion with no rescue therapy

; b .
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—
=)

=]
oo
!

|| Treatment arm
— Placeho
Rt

Proportion with no rescue therapy

R, 0.09; 9% C1, 0.01-0.74; P=.005

4 3 & ' § 6 X

Study vist, wk Time since randomization, wk

Brien [

No. atrisk
Placebo 22 2 il 16 16 16
fe 25 25 25 U U U

6 SAEs on RTX vs. 4 on placebo
1 fatality on RTX (cardiac event in pt with
known heart dz)

Piehl F et al. JAMA Neurology 2022.2887



B-cell Lineage Comparison

Marrow and
lymphoid organs

\O;»/

Bone marrow Periphery

©00®

Naive Mature Memory Plasmablast Plasma
cell




Inebilizumab in MG

m Monoclonal Ab to CD19

= FDA approval for adult AChR and MuSK Ab+ GMG
iIn December 2025

m Prescreen for Hep B, TB, quantitative Ig

= Phase 3 MINT study of AChR (n=172) and MuSK

Ab+ MG (n=80); largest MG trial to date
s MG-ADL=6; QMG =11
m AChRADb+: 300 mg IV on Days 1, 15, & 183 with g6 mos in OLE
m MuSKAb+: 300 mg IV on Days 1 & 15 with g6 mos in OLE

m 1°: AMG-ADL @ 26 wks for combined AChRAb+ & MuSKAb+
populations

m Specified steroid taper to 5 mg qd from wk 4 to 24; 40 mg gqd max
dose at entry



Inebilizumab in MG (FDA approval 12/11/25)

A Change from Baseline in MG-ADL Score, Combined Trial Population

x n=238 (190 AChRADb+; 48
MuSKADb+)

m Results
= Baseline MG-ADL ~9

= 1° AMG-ADL -4.2 vs. -2.2 placebo
(p < 0.001) for AChRAb+ &
MuSKADb+ cohorts at wk 26

= AQMG score -4.8 vs. -2.3 placebo
(p=0.001)

= Prednisone: 87.4% vs. 84.6% on R BED
placebo hit 5 mg target

s AEs l
= No new safety signals 5
= Similar safety events vs. placebo ’6

m HA, cough, nasopharyngitis, infusion-

related rxns, UTls Nowak RJ et al. NEJM 2025:392:2309-2320
m Fewer SAEs on inebilizumab (8.4 vs. Editorial:  Wolfe Gl & Shelly S. NEJM
13.4%) 2025:392:2382-2384

No. at Risk
Placebo 117 114 114
Inebilizumab 119 117 115




Role of Newer Agents

m Refractory patients

= Eculizumab trial program; refractory pts did as well or
better as non-refractory in zilucoplan trial

m Exacerbations/impending & manifest crisis

= Rapid onset

m Caveat of N. meningitides vaccination for C’ inhibitors; could
cover x2 wks with penicillin/3™@ generation cephalosporin

o ciprofloxacin
m Steroid-sparing
= Bridge therapy akin to |VIg
= Longer term maintenance
= Some agents easier to use with PE/IVIg

m Pregnancy (Nipocalimab)



Apples vs. Oranges vs. Strawberries

Outcome
(time pt)

QMG =5
pt drop

MG-ADL
=5 pt
drop

MG-ADL
=3 pt
drop

NNT
QMG =3
pt drop

NNT MG-
ADL =3
pt drop

MG-
QOL15r

NNH similar across treatments; some with lower AE risk than placebo (efgartigimod/zilucoplan)
*Only refractory subjects enrolled
Smith AG, Wolfe GlI, Habib AA et al. Adv Ther 2024;10.1007 [PMID:39470879] for NNT/NNH

Eculizumab

(26 wk)*

45%
(1.67x
placebo)

45%
(1.66x
placebo)

60%
(1.5x
placebo)

6.3*

Ravulizumab
(26 wk)

30%
(2.65x placebo)

31%
(2.1x placebo)

57%
(1.66x placebo)

4.37

-3.30 vs. -1.60

Efgartigimod
v
(4 wk)

60%
(5.0x placebo)

55%
(4.58x placebo)

73%
(1.97x placebo)

2.21 (p<0.05 vs.

others)

2.73

-7.30 vs. -2.30
(p<0.0001)

15.8 vs. 4.1
(p<0.0001)

Rozanolixizumab | Zilucoplan

47% (avg of 2
doses; 3.1x
placebo)

31% (avg of 2
doses; 3.1x
placebo)

57% (avg of 2
doses; 3.0x
placebo)

5.39

-4.0/-5.3 vs. -1.3
(p significant)

12.2/11.4 vs. 6.1
(p significant)

Nipocalimab
(22-24 wks)

62% 42-46%
(1.63x (12-15% placebo)
placebo)

54% 44-48%
(1.86x (20-25% placebo)
placebo)

78% 60-69%
(1.47x (36-48% placebo)
placebo)

4.03 N/A

-5.65 vs. -3.16
(p=0.013)




Approximate Yearly Costs

Cost per unit Yearly estimated cost

Rituximab (biosimilar, $764 per 100 mg 1000mg twice then once in six
non-FDA approved) months, total cost = $23,000

Eculizumab $6820 per 300 mg  900mg loading then 1200mg Q2wks,
total cost = $737,000

Ravulizumab $6695 per 100 mg  For 80 kg pt, loading dose plus 6
treatment, total cost = $502,000

Efgartigimod $5950 per 400 mg  For 80 kg pt, 7 cycles, total cost =
$333,000

Efgartigimod $ 15773 per 1008 7 cycles, total cost = $442,000
Hyaluronidase mg

Rozanolixizumab $6050 per 280 mg  For 80 kg pt, 5.7 cycles, total cost =
$414,000

Zilucoplan $1047 per 23 mg For 70 kg pt, total cost = $366,645

Intravenous $200 per gram For 80 kg pt, loading dose plus
immunoglobulins (non- monthly treatment, total cost =
FDA approved) $208,000




Cost Per Improved Outcome (CPIO)

§0 $1,000,000 $2,000,000 $3,000,000

EFG IV _ $645,406

RAN $2,551,116 "

improwe ment

A
=]
=]

$1.839,110

QMG 23 point

ZiL $1,936,905

RAV 52,222 899 *

5947284 *

improvamant

S
&
A
Al
]
=
(=}

ZIL $2,356,245

RAV 52 562 B56 ¢

MG-ADL 23 paint
Improvemeant

i 51735423

EFG IV _ §57E 820

RAW $2,857.301 *

ROZ §1,185,840

MG-ADL 25 point
Imiproneame nt

$2.461,146 ¢

Smith AG, Wolfe GlI, Habib AA et al. Adv Ther 2024;10.1007 [PMID:39470879]



Traditional
Medications

Traditional Vs. New Targeted MG Treatments
AChRAb+ GMG Achieving MMS/MSE

MM or Better

Time

Study Type

Next Gen
Treatments

Prednisone

Combo with
below

MM or MSE

Study Type

Eculizumab® 7

21%- 57%

RCT/OLE

Mycophenolate’

60%
80%

7-12 mo.
19-24 mo.

Retrospective

Ravulizumab8

?
Not reported

RCT/OLE

Azathioprine?

60-90%

6 — 24 mo.

RCT

Zilucoplan®

19-39%

3-13 mo.

RCT/OLE

Efgartigimod??

40-45%

4-10 weeks

RCT/OLE

Rituximab3- 4-6 mo. RCT/Retro

60-75% (AChR)

Rozanolixuzimab' | 27-40% 6 weeks Abstract only

RCT/OLE

67% (MuSK) Retrospective

1.Hehir MK, Burns TM, Alpers J, Conaway MR, Sawa M, Sanders DB. Mycophenolate mofeil in AChR-antibody-positive myasthenia gravis: outcomes in 102 patients. Muscle & nerve 2010;41:593-598.

2.Palace J, Newsom-Davis J, Lecky B. A randomized double-blind trial of prednisclone alone or with azathioprine in myasthenia gravis. Myasthenia Gravis Study Group. Neurology 1998;50:1778-1783.

3 Hehir MK, Hobson-Webb LD, Benatar M, et al. Rituximab as treatment for anti-MuSK myasthenia gravis: Multicenter blinded prospective review. Neurology 2017,89:1069-1077.

4.Tandan R, Hehir MK, 2nd, Waheed W, Howard DB. Rituximab treatment of myasthenia gravis: A systematic review. Muscle & nerve 2017.

5.Pighl F, Eriksson-Dufva A, Budzianowska A, et al. Efficacy and Safety of Rituximab for New-Onset Generalized Myasthenia Gravis: The RINOMAX Randomized Clinical Trial. JAMA neurology 2022;79:1105-1112.

6.Muppidi S, Utsuaisawa K, Benatar M, et al. Long-term safety and efficacy of eculizumab in generalized myasthenia gravis. Muscle & nerve 2019,60:14-24.

7.Vissing J, Jmmta KP. O'Brien F, Howard JF, group Rs. 'Minimal symptom expression' in patients with acetylcholine receptor antibody-positive refractory generalized myasthenia gravis treated with eculizumab. Journal of neurology
2020;267:1991-2001.

8.VuT, Wiend| H, Katsuno M, Reddel SW, Howard JF, Jr. Ravulizumab in Myasthenia Gravis: A Review of the Current Evidence. Neuropsychiatr Dis Treat 2023;19:2639-2655.

9.Howard JF, Jr, Bresch S, Farmakidis C, et al. Long-term safety and efficacy of zilucoplan in patients with generalized myasthenia gravis: interim analysis of the RAISE-XT open-label extension study. Therapeutic advances in neurological disorders
2024;17:17562864241243186. T

10.Howard JF, Jr,, Vu T, Lii G, et al. Subcutaneous efgartigimod PH20 in generalized myasthenia gravis: A phase 3 randomized noninferiority study (ADAPT-SC) and interim analyses of a long-term open-label extension study (ADAPT-SC#).
Neurotherapeutics : the journal of the American Society for Experimental NeuroTherapeutics 2024:e00378.

11.Bril V. Rozanolixizumab responder and minimal symptom expression rates in generalized myasthenia gravis: pooled phase 3 and extension studies. Journal of the neurological sciences 2023;455.

Courtesy of M. Herir, Univ of Vermont




Intl Treatment Guidance in MG
Categories for 2021 update

VIEWS & REVIBNS LEVEL OF RECDMMEND AT1 0N

N T h ym eCtO m y International Consensus Guidance for

Management of Myasthenia Gravis

2020 Update
. C u a I Pushpa Narayanaswami, MEES, DM, Donald B. Sanders, MD, Gil Wolfe, MD, Micha e Benatar, MD, Cﬂ'ﬂwl‘dﬂiﬂe
Gatiried Cea, M e, MO, st s, MO, Nancy L Kunez, Ry Or_ Narayanaswam

Arthar Melms, WD, e, D), jacouueine Balace, WD, David Richman, MO, and
Jan Verschuur en, MD

= Rituximab

To up date the 2016 formal co nsernsus-based guidan ce for the man agement of myasthenia gravis
( based on the htest evidence in the lterature.

Methods
In Oictober 2013, the Myasthenia Gravie Foundstion of America appointed a Tad Force to
. develop trestment guidance for MG, and a panel of 15 intermationa] exp erts was co nvened. The
RAND/UCLA appropristeness method was used to develop consensus recommendations
pertaining to 7 treatment topics. In Februany 2019, the internati onal panel was rec omvened with
the addition of orne member to represent South America All previous recommendation s were
reviewed fior cumency, and new consenss recommendations were developed on topics that
requined inchsion or updates based on the recent literature. Up to 3 mounds of ancoymous

L]
e-mail votes were used to reach consenmes, with modifications to recomme ndations between
roundsbased on the panel input A smple mojority vote (80% of panel members voting “yes”)

weart used to approve minor changes in gammar and syotax to improve clar

Results
The previous recommendations for thyme ctomy were updated. New recommendations were
developed for the use of rituximab, eculirumab, and meth otrexate s well 25 for the following

L]
topics: early immun ossp pression in oculr MG and MG assocated with immune checkpoint
inhibitor treatmert.

Conclusion
This updated formal consensus guidance of interational MG experts, based on new evidence,

i n h i b i t : r S A E S provides secnmnendations to diricans carag for patients with M

6 update underway

it e s A st e oo Cserrrarcl s i v 5 i 4.0 [E0SNE- D) wisars 215 perm skl

= Voting commenced 2/25

Narayanaswami P, Sanders DB, Wolfe G et al.
Neurology 2021; 96:114-122 [PMID:33144515
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