Demyelinating disease

Su-Hyun Kim, MD, PhD

Department of Neurology, Research Institute and Hospital of National Cancer Center, Goyang, Korea

mynitis

Multiple

Sclerosis

ceretital Iwalimiizs
lesions S

Anti-AQP4 Ab negative
Anti-MOG Ab negative
FM=31
CSF OCB S0%
Demyelination, axanal injury and
astroglinsis

mwlitis

Rraiiminn
esien

Hypehala
i

Anti-AQP4 Ab positive
Anti-MOG Ab negative

FM = B-8:1
C5F OCE 10%

Astrocytopatiy

il
ningritis

MOG-Ab
disease

Anti-AQP4 Ab negative
Anti-MOG Ab positive
FM=1:1-2
CSF OCB 10%
Oligodendro-cytopatiy
Thar Adv Mewra! Dvsord 202013420

Multiple Sclerosis

Licensed Treatments for people with MS
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FDA approval drugs for secondary
progressive MS
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Treatment algorithm for first- and second-line therapies
based on their use in clinical practice (Korea)
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High efficacy therapy should be initiated early for patients with active RRMS

% High efficacy therapy:
Ocrelizumab
4 Early (0-2 years) (n=277) vs. Late (4-5 years) (n=287)
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Starting high-efficacy DMT lowers the risk of EDSS worsening and

relapses compared to starting medium-efficacy DMT

& heDMT : natalizemab | b, cladribine, daclizumab, or
<« Denmark nationwide cohort study
+ Initiating heDMT (n=194) vs. Initiating meDMT (n=154)
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Long-term efficacy and safety of alemtuzumab in patients with RRMS:
12-year follow-up of CAMMS223

CAMMS223 CAMMSZ23 =
Core Study Fallowdipt CAMMSD3403TOPAZ Extension Studies®
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» 33% receiving a total 2 course of alemtuzumab
# 73% receiving no more than 3 courses over 12 years.
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Cladribine mechanism of action
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Safety and efficacy of cladribine tablets in
patients with relapsing-remitting multiple
sclerosis: Results from the randomized
extension trial of the CLARITY study

T

LTy e CLARITY Exrien
ot rederond m s | e s gt s
[y o s 4 g i
Pt St 11 sy e o,
/ L. A
Pt
F S T

b Vg i 1
N b

)

" e —
iy it/ ;
Dphp—— "\ e 1 oty e
o T
—— P =
it Scier 2018, 24:1504-504

Safety and efficacy of cladribine tablets in
patients with relapsing-remitting multiple
sclerosis: Results from the randomized
extension trial of the CLARITY study
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Ml Scler 2018:24:1554-804
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MS has a lengthy prodromal phase!

+ Maora fraguent use of haskh care in patients with M3 than in controls in the 5 years bafore a
first camyelinating event

= MS patients had signdicantly higher riak of presenting up to 10 years prior to onget with
(gastric, intestinal. urinary, and ctal anaty, ion, insomnia,
fatigue, headache. and various types of pain.

+ Eaming among pecple who go on to develop MS are lower than amang people who do not
ard peapie wilh M5 are less lely to be warkng.

+ In a Norwegian study of more than 20,000 people who complated 3 conscription
axamination at age 16 o 18 years, those wha develsped MS within the falawing 2 years
perfarmed worse on cognitive assessments than thess wha did not,

Serum Neurofilament Light Chain Levels in Patients With
Presymptomatic Multiple Sclerosis

i S, 5, P i . M, 1 i v, 885,

dAMA Nevra! 2000 7 56-64

Multiple sclarasis may have a prodromal phase lasting several years, and
neuroaxonal damage may occur aiready during this phase.
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Plasma neurofilament light levels are associated
with risk of disability in multiple sclerosis
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Plasma NL levels at early stages of MS may serve as a prognostic tool

to essess the risk of developing permanent disability in MS

Meuralogy FO20 048245757

NeuroMyelitis Optica Spectrum

Disorder (NMOSD)

FDA approved drugs for NMOSD
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Randomized clinical trials for NMOSD
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Myelin Oligodendrocyte Glycoprotein

(MOG)-Ab associated disease
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Among patients with MOG-Ab
disease who had a relapsing
course, 36% of adulls and 41%
of children fulfiled the
seronegative NMOSD criteria.

AL Nl 2015 763015

* High frequency of ON attacks

Persistent MOG antibody positivity are more likely to predict a relapsing course

Myeltis=> LETM (V523 segments): short myelitis = 3.1
Severe altack but good recovery than NMOSD

Sensifivity to stercid use and withdrawal

Characteristics of MOG-Ab diseases

Relapsing course is common |72-88%).

+ Area postrema syndrome is very rare {<13%) {vs. 10-15% of NMOSD)

JAMA Nourod 20309202743 Nourol 07004858 Front Maeurod 2020 11, 396/ M Scler 075 25 100714

Treatment of MOG-Ab disease

MS DMT seemed ineffective for patients with MOG-Ab
Maintenance steroid therapy can play an important role in reducing relapse rate.
AZA or MMF might reduce the relapse risk in patients with MOG-Ab.

Rituximab might reduce the relapse risk in patients with MOG-Ab. But compared to
studies in NMOSD, the efficacy seems lower in patients with MOG-Ab. Some patients
relapsed despite apparent circulating B-cell depletion.

IVIG might reduce the relapse rate in adults patients with MOG-Ab, but the efficacy might
not be as good as for paediatric patients.

Tocilizumab might play an important role in preventing relapses in the refractory patients.

Mult Scler relat Disord 2020;44:102251/ Ann Neurol 2020;87(2):256-266
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