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Lich s&r phat trién cia NMOSD
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[Dién tién 1am sang cia NMOSD }

Trén thuc té co # 4% BN co6 biéu hién don pha. 92% BN ¢6
khang thé AQP4 dwong tinh bj tai phat.

Néu khong diéu tri thuoc UCMD thich hop, 50% NB sé& phu

thudc vao xe lan va mu chirc nang trong vong 5 nam ke tir
lan tAn céng dau tién va mot phan ba sé tir vong.

Ngay nay nguwdi bénh NMOSD co dy hau tot hon do dwec chan doan
som hon, chinh xac hon va phwong phap di€u tri hiéu qua hon. 5 nam
sau khi khai phat, it hon 28% nguwéi bénh NMOSD can dung gay dé di
lai va dwdi 8% phai ngoi xe lan.

Weinshenker BG, Wingerchuk DM. Neurcmyelitis spectrumn disorders. Mayo Clin Proc 2017;92(4) 663-879. doiz10.1018/]. mayocp. 2018.12.014
Vincent S.J. Pittock and A (2018), "Handbook of Clinizal Meurofogy™.

[Céc yéu td nguy co lién quan dén tai phét]

/ Medical history E
« Vaccination in untreated patients
<« Infection

é Demographic factors 5
+ Female

' Laboratory biomarkers
« Positive AQP4-1gG
factors = High serum IL-6 level
T = High serum GFAP

S TR SR

. B:ahtﬂm enhancement
- - Medullary lesions

Ma ¥, Kermode AG, Hu X, Qiu W' Risk of relapse in patients with neuromyelitis optica spectrum disorder: Recognition and preventive strategy. Mult Scler Relat Disord. Nov 2020;46:102522.
doi:10.1016/j.msard.2020.102522

T6I UU HOA TRONG CHAN BOAN VA QUAN LY CAC BENH NOI CO XUONG KHOP




HOI NGHI THUONG NIEN NAM 2024
LIEN CHI HOI BENH TU MIEN CO XUONG KHOP TP.HO CHi MINH

Diéu tri dot cap

Treatment Typical dose Mode of action

For acute exacerbation

Methylprednisolone 1 g daily, for 3-5 days Multiple
Plasma exchange Five to seven cycles Depletion of AQP4-1gG and cytokines
Intravenous 0.7 g/kg for 3 days; treatment period 8 weeks Multiple
immunoglobulin
Cyclophosphamide 2 g daily for 4 days Inhibits mitosis

Papadopoulos MC, Bennett JL, Verkman AS (2014} Treatment of neuramyelitls optica: state-of-the-art and emerging theraples, Nat Rev Neurol 10 493-506
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Papadopoulos MC, Bennett JL, Verkman AS [2014). Treatment of neuromyelitis optica: state-of-the-art and emerging therapies. Nat Rev Neurol 10: 493-506
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Piéu tri phong ngtra tai phat

TABLE 12-4

Spectrum Disorder”

Medication/Dose/Regimen [Adults)

itoring/Prophylaxis

utions,/ Mo

Common Maintenance Immunotherapy Regimens for Neuromyelitis Optica

Common/fimportant Side Effects

Corticosteroids: prednisone/
methylprednisolone

1 mg/kg prednisone orally once daily
initially

If adding rituximab, use prednisone
concurrently for 1 menth and then taper

If adding azathioprine or mycophenolate
mofetil, use prednisone concurrently for
& manths and taper over next & months;
consider low doses (10-20 mg) in
addition to azathioprine or
mycophenalate mofetil to maintain
remission if necessary

Induction therapy of 18 IV
methylprednisolone daily for 5 days may
be vsed before starting oral prednisone

Precautions/monitoring: assess for
hyperglycemia if diabetic/at risk, baseline
bone density scan in those at risk

Prophylaxis: caleium 1500 mg/d

and vitamin D 800 IU/d, trimethaprim-
sulfamethoxazole one double-strength
tablet (BOO mg 160 mg) 3 times per
week, proton pump inhibitor/histamine-2
receptor blocker in those at high risk for
gastrointestinal ulceratian

Dosing options

(regimens may

Infection, osteoporosis,
avascular necrosis of the hip,
cushingoid appearance, skin
thinning and easy bruising,
insomnia, psychosis, depression,
cataracts, hypertension, weight
gain and edema; addisonian crisis
with abrupt discontinuation

CONTINUUMIDURNAL . COM
JUMNE Uiy

Mechanism

wary) Adverse effects

OFf-label immunosuppressive (induction and maintenance) therapies

Rituximakb Monoclonal antibody
that binds to CD20+
B-lymphocyte surface
antigen and depletes B
cells

& puring analogue that
disrupts synthesis of
DA and RNA and

Azathioprine

induces T-cell apoptosis

Mycophenolate An inhibitor of
mafel ingsing-5'=
monephosphate

dehydrogenase, a key
anxyme in the de novo
Euanasine nuclaatide
synthesis

Suggested Late-onset nevtropenis,
induction hypogammaglobulinemiz,
theraples: reactivation of nepatitls B
375 mg/m?/ virus (leading to fulminant
wik x 4 weaks or  liver failure], infections
1000 mg = 2 (Upper respiratory tract
doses given over  wiral infections,
2 weeks; nasopharyngits,
followed by pronchitis, pneumonia,
maintenance and sepsis), severe
therapy of infusion reactions, tumar
375 mg/m’ every  lysis syndrame, and
& months MUCOCUtaNeous
reactions; rore cases of
progressive multifocal
leukoencephalopathy
have been reported
Suggested Meutropenia, leukopenia
dosing: 2 mg/kg/ pancytopenia, and severs
d to 3 mg/kdsd myelosuppressicn;
combined with opporunistic viral,
oral prednisone bacterial, and fungal
initially |30 mg/d  infections

wihich is tapered
afvar 6-9 months)

Supgested Meutropenia, leukopenia,
dosing: pancytopenia, and severa
1000 mg/d to M lOSUpPe Sson;

3000 mg/d {can opportunistic viral,

be given in bacterial, and fungal
divided doses] infections

caombined with

prednisone

|30 mg/d tapered

after &-% months)

Indication

Has been shown to be
more effective at
suppressing relapses
than many other
aff-label agents
including azathiopring
and mycophenclate
mofetil

Has been shown to be
inferior to rituximab and
tocilizumab on relapses
and disability
progression in
neuronyalitis optica
spectrum discrders
(MMOSD)

Has been shown to be
inferiar to rituximab and
tocilizumab on relapses
and disability
progression in NMOSD

COMTINUUMIJOURNAL.COM
AUGUST 2022
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Mechanism

Dosing options

(regimens may
vary)

Adverse effects

Indication

Off-label immunosuppressive (induction and maintenance) therapies

Methotrexate

Mitoxantrone

A folic acid analogue that
increases extracellular
release of adenosine to
mediate anti-
inflammatory effect

A type |l topoisomerase
inhibitor that disrupts
cellular DNA synthesis
and repair by
intercalation between
DNA bases; inhibits
proliferation of
macrophages, Band T
cells; induces apoptosis
of B cells, monocytes,
and dendritic cells; and
decreases secretion of
proinflammatory
cytokines

Suggested
dosing: 15 mg/wk
to 25 mg/wk

Suggested
dosing: 12 mg/
m?2/mo for

& months,
followed by
monthly
maintenance
dose of & mg/m”;
total cumulative
dose <120 mg/m?

Dosing options

(regimens may

Gastrointestinal
symptoms such as nausea
or diarrhea, bone marrow
depression, and an
increase of liver enzymes

Because of the side
effects (cardiotoxicity,
therapy-related acute
leukemia) and the limited
duration of the therapy,
mitoxantrone use s
generally not
recommended: the

maximum cumulative dose

should not exceed
100 mg/m” body
surface area

Retrospective studies in
NMOSD showed &
decrease of annual
relapse rates between
64% and 87%

Has been associated
with improved relapse
rates and disability

Off-label immunosuppressive (induction and maintenance) therapies

Cyclophosphamide

Mechanism

An alkylating agent that
forms DMNA crosslinks,
which is irreversible, and
causes cell apoptosis,
eliminates T regulatory
cells, and induces T-cell
growth factors including
type | interferons

vary)

The treatment
may be applied in
immune-ablative

Adverse effects

Bladder cancer, gonadal
toxicity, hemorrhagic
cystitis; alopecia, nausea/

doses (2000 mg,/ wvomiting, transient

d for 4 days) or at
a dose of 500 mg/
m* to 600 mg/m”
body surface
area per
administration:
the dose should
be adjusted
according to
changes in the
total leukocyte
count

myelosuppression, and
transient azoospermia

Indication

Has been associated
with improved relapse
rates and disability, but
results are mixed®; it is
only recommended
when other
immunosuppressive
therapies fail or are not
available
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Mechanism

Dosing options

(regimens may
vary)

Adverse effects

Indication

Approved NMOSD maintenance therapies

Eculizumals

Monoclonal antibody
that binds to the
complement component
CS5, inhibiting its cleavage
and preventing the
generation of the
terminal complement
complex; inhibits AQP4
antibody formation of
the membrane attack
complax

900 mg/wk IV for
4 weeks, then
1200 mg IV on
week 5 and every
2 weeks
thereafter

Headaches, leukopenia,
and lymphopenia;
complement inhibition
increases the risk of
infection with
encapsulated bacteria,
especially Neisseria
meningiticlis
(meningococcal
vaccination is mandatory
before starting
treatment); upper/lower
respiratory tract
infections,

nasopharyngitis, influenza,
pharyngitis, and bronchitis

The PREVENT trial®*
showed that eculizumab
reduced the risk of
relapse by 94%
compared with placebo,
and the risk reduction
persisted at 48 and

144 weeks

pittock 51, Berthele &, Fujihara K, et al. Eculizumab in aguaporin-4-positive nauromyelitis optica spectrum disorder. N Engl ) Med 2019;381(7):614-625. doi:10.1056, NEMMoal19008656

Mechanism

Dosing options

(regimens may
vary)

Adverse effects

Indication

Inebilizumab

A humanized, affinity-
optimized, IgGT
monoclonal antibody
that binds to the B-cell
surface antigen CDI9
with subseguent B cell
and plasmablast cell
lymphocytolysis; this
effect decreases
antibody production

300 mg IV

2 weeks apart,
then every

6 months

Selective B-cell
lymphopenia, rare cases
of neutropenia and
leukopenia; a 15%
reduction in
immunoglobulin levels (all
types); nasopharyngitis,
upper respiratory tract
infection, influenza,
influenzalike illness, and
bronchitis

The N-MOmentum trial®®
showed inebilizumab
reduced relapses from
39% vs 12% in all patients
regardless of AQP4
serostatus

Cree BAC, Bennett JL, Kim H), et al. Inebilizumab for the treatment of neuromyelitis optica spectrum disorder (N-MOmentum): a doubleblind, randomised placebo-controlled phase 2/3 trial. Lancet
2019;394({10206):1352-1363. doi:10. 1016/50140-6736{19)31817-3

T6I UU HOA TRONG CHAN BOAN VA QUAN LY CAC BENH NOI CO XUONG KHOP




HOI NGHI THUONG NIEN NAM 2024
LIEN CHI HOI BENH TU MIEN CO XUGNG KHOP TP.HO CHIi MINH

Satralizumab

A monaoclonal antibody
against the IL-6

receptor; blocks the
IL-6R and B-cell antibody

production

Subcutaneous
satralizumab

120 mg at weeks 0
and 2 and every
4 weeks
thereafter, has
been tested as
monotherapy and
as add-on
therapy in two
double-

blind placebo-
controlled phase
3 trials
(SAkuraStar and
SAkuraSky)®57

Leukopenia,
nasopharyngitis and
upper/lower respiratory
tract infections

In the: SAkuraSky study
(satralizumab plus
background
immunotherapy) 8 (20%) of
41 participants in the
treatrment arm relapsed
over the course of the trial
compared with 18 (43%) of
42 controls, resulting in a
62% reduction in
adjudicated relapse risk
over time; post hoc
analysis by AQP4-Ig
serostatus revealed a
greater effect in the
seropositive subgroup,

with a 79% reduction in
relapse risk compared
with seropositive
participants in the control
group; serum AQP4-1gG-
negative participants (n =
28; 14 in each arm) showed
no reduction in risk of
relapse with satralizumab
compared with placebo”

Levy M, Fujihara K, Palace J, et al. New therapies for neuromyelitis optica spectrum disorder. Lancet Neurol 2021;20(1):60-67. doi:10.1016/ 51474-4422(20)30392-5

'Két luan

« NMOSD khéng chi dat ra cau hoi héc bua vé chan doan ma con dat ra

nhirng thach thirc trong diéu tri.

« Trong thap ky qua, su hiéu biét khoa hoc vé cac biéu hién 1am sang, cac
yéu té nguy co lién quan dén tai phat va phwong phap diéu tri NMOSD d3
phat trién nhanh choéng.

« Trong ky nguyén diéu tri hién dai, |am sang chat ché va khao sat huéng
dén BN sé can thiét & dam bao tat ca BN NMOSD déu co thé tiép can

cac lieu phap diéu tri hiéu qua va an toan.
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Thank you for
your listening!
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