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Acute vs. Preventive Treatment
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Trials - Overview

NMOSD MOGAD
« Satralizumab dosing for  cosMOG (rozanolixizumab)
people > 100 kg - METEOROID
« Nabiximols (launching soon!) (satralizumab)
 CAR-T cells (future) « Daliry free diet
ADEM
« TRE-515
Acute
Restorative « Efgartigimod (ON)
« Stem cell trial « PLEX (ON/TM)
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Study Design

Primary endpoint = Time to first
independently centrally

PK-PD review (IDMC) Interim Analysis (IDMC) adjudicated relapse (TTFR)
(afterthe initial 10 participants (at 50% events) Analysis Timing = 58 Events
complete 3 weeks of treatment + Futility and Safety (including All participants are followed in Part A
[irrespective of which treatment MOG autoantibody and IgG until Relapse confirmed by Independent
they receive]) . reduction) Reviewer or Final Analysis Event
» Safety and IgG reduction Trigger is reached.

Participants can transition to Part B
once confirmed relapse. Non-relapsing
participants can transition at the end of
Part A of the study.

l

Part B
[ Open Label - Rozanolixizumab 560 mg* 1QWK SC—max 12 months ]

Screening
1:1 randomization

Part A (n=52)
Placebo 1QWKSC

O O

; Part A - Double-blind treatment
Screening Estimated 32 months

4-6 weeks
@, O

Part B - Open-label treatment
12 months + 2 months of SFU

*May beincreasedto 840 mg 1QWK SC following PK-PD review

IDMC: Independent Data Monitoring Committee, 1gG: immunoglobulin G; IMP: Investigational Medicinal Product; OLE: Open
Label Extension; PD: Pharmacodynamic; PK: Pharmacokinetic, SC: subcutaneous, SFU: Safety Follow-Up

Department of Neurology, Massachusetts General Hospital, Harvard Medical School



€9 HARVARD

& MEDICAL SCHOOL

=8 MASSACHUSETTS
\/ GENERAL HOSPITAL

NEUROLOGY

1N 0249968 Pivotal randomized,
prEnspryng® | phase 3, double-blind,
i placebo-controlled
study of satralizumab
In adults and
adolescents with
MOGAD

Department of Neurology, Massachusetts General Hospital, Harvard Medical School



Clinical rationale for
IL-6 iInhibition in MOGAD

Pre-clinical evidence

* IL-6 levels are increased in the CSF and possibly serum of MOGAD Figure 1. CSF IL-6 levels in
patients (Figure 1) patients with demyelinating
* Peripheral Th17-cell subset increases during MOGAD attacks and o diseases?
decreases in the remission phase® 20007 |
Clinical evidence 100001 ° -
-.L.._Q_ u
* The IL-6 receptor (IL-6R) antagonist tocilizumab, used off-label, was 1000y
shown to be effective in >20 patients with MOGAD®13 800- m
 Satralizumab significantly reduced relapse risk in AQP4-lgG+ NMOSD, izz coo -
an autoantibody-driven disease that is clinically similar to MOGAD14.15 20| Cese "
* Satralizumab was investigate in both adolescents and adults with o -

MOG+ AQP4+ MS Control

Adapted from Kaneko et al. J Neurol
Neurosurg Psychiatry 20182

NMQOSD, with up to 7 years of exposurel6.17

AQP4-IgG+, aquaparin-4 immunoglobuin G seropositive; CSF, cerebrospinal fluid; IL-6, interleukin 6; MOG, myelin oligodendrocyte gly coprotein; MS, multiple sclerosis; NMOSD, neuromyelitis optica spectrum disorder.

1.Kothur K etal. PLoS One 2016;11:€0149411. 2 Kanekoet a. J Neurd Neurosurg Psychiaty2018;89:927-936. 3. Serguera C et al. J Neuroinflammation 2019;16:244. 4. Hofer LS et al. MutScler J Exp Trans| Clin 2019;5:20565217319848463.5. LiuJ et al. J Neurd Neurosurg
Psychiatry. 2020,91:132-139. 6. Hayward-Koennecke H et al. Neurology 2019;92:765-767. 7. Novi G et a. Mult Scler Relat Disord 2019;27:312-314. 8 Latan| etal. MutScler Relat Disord 2019;39:101920. 9. Jelcic et d. J Neuroophthalmol 2019;39(1):3-7. 10. Rigal J et al. Mut Scler Relat
Disord 2020;46:102483. 11. Elsbernd PM et a. Mut Scler Relat Disord. 2021;48:102696. 12. Masuccio FG, et al. Mult Scler Relat Disord 2020;46:102592.13. Ringelstein M, et a. Neurol Neurammunol Neurainflamm 2022;9:e1100. 14. Yamamura T etal. N Engl J Med 2019;3812114-
2124.15. Trabousee A, et d. Lancet Neurol 2020;19(5):402-12. 16. YamamuraT, etal. MutScler Relat Disord 2022;66:104025. 17. Kleiter |, et al. Neuwol Neuraimmunol Neurainflamm 2022 (under review).
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METEOROID: Phase 3, double-blind
study of satralizumab (x IST)

Event-driven DB treatment period:

. Double-blind period OLE period
* Ends when 28 adjudicated N A
MOGAD relapses are observed f N N
P 024 8 12 16 ,LA024 8 12 16 , LALO

Week
(expected 44 months after FPI) T 11 + t t7 1t++t+1 1t 1t t7 1

OLE period: Satralizumab s.c. £ IST
* Approximately 24 months , N
® Adjudicated relapse [ >RCEUEFALENENAEI L,

Safety follow up:

1:1 \ Lol
« 12 weeks for adults and 24 weeks

for adolescents

DB, double-blind; CEC, Clinical Endpoint Committee; FPI, first patient in; IST, baseline/background immunosuppressive therapy; LA/LO, last administration/observation; OLE, open-label extension.
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MOG iIs a Butyrophilin-Like Molecule

lgC2

Membrane

B30.2
(PRYSPRY)

Rhodes, David & Reith, Walter & Trowsdale, John. (2016). Regulation of Immunity by Butyrophilins. Annual Review of
Immunology. 34. 10.1146/annurev-immunol-041015-055435.
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Cross-Reactivity
with Cow Butyrophilin

A B
human_BTN3A1
human_MOG .. 17.59% 22.02% 21.74% . human_MOG
ﬂ—: human_BTN1A1
bovine, _BTN1A1
human_BTN1A1 REFEFLA 23.36% 25.00% 23.68% L%/ human_BTN2A1
B =

4[4 human_CD86
human_BTN2A1 . 21.30% 23.85% 24.35% human_CD80

human_BTN3A1 18.52% 29.36% 24.35% .

human_CD80 20.75% 18.69% 21.30%

human_CD86 19.44% 24.77%

human_PD-L1  22.61%

bovine_BTN1A1

Unpublished data.Levy Lab.
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Cross-Reactivity
with Cow Butyrophilin
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Unpublished data. Levy Lab.
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Trials - Overview

NMOSD MOGAD
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Efgartigimod in NEW Optic Neuritis

Understanding
Optic Neuvritis

Causes. Diagnosis,
& Treatment

V'V VGART"

(efgartigimod alfa-fcab)

Department of Neurology, Massachusetts General Hospital, Harvard Medical School



Plasma Exchange in ON and TM

Understanding
Optic Neuritis

Causes, Diagnosis,
& Treatment
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Nabiximols in NMOSD

-~ ' Spasms
.l * Neuropathic
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 Sleep
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