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Traitement de fond

Azathioprine (Mandler, 1998 )

PLEX (Weinschenker, 1999)
Immunosuppresseurs (Papeix, 2003)
Rituximab ( Cree, 2005)

MFM (Jacob, 2009)

Tocilizumab (Araki, 2014)



Comparaison du taux annualisé de poussées

pré et sous traitement chez les patients NMO

Table 2. Treatment-Associated Annualized Relapse Rates (ARRs) and Hazard Risks Relative to Rituximab

Change From Hazard Risk
Pretreatment to Relative to
Pretreatment Posttreatment Posttreatment, Rituximab
Medication ARR ARR % (95% Cl) P Value
Azathioprine 2.26 0.63 C72.1) 2.12(1.12-4.01) .02
Mycophenolate mofetil
Total 2.61 0.33 87.4 1.48 (0.75-2.93) .26
Optimal dosing 2.55 0.25
Rituximab
Total 2.89 0.33 88.6 1 [Reference]
Optimal dosing 3.25 0.20
Switch treatments 1.03 0.14 86.4 .054

JAMA Neurol. 2014;71(3):324-330.
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RéSumé des principaux résultats

Eculizumab

Inebilizumab

Sartralizumab

Sartralizumab

Bras placebo

Anti- C5
AQP4+
143

Déja sous IS

Anti-CD19
AQP4 + et -
(212+18)=230

PBo seul

Anti —-IL6R
AQP4 + et -
(55+28)=83

Déja sous IS

Anti -IL6R
AQP4 + et -
(64+31)=95

PBo seul



Ce que nous disent les résultats de
ces 4 essais

e Les trois traitements sont tres efficaces sur la
prévention des poussées

 Meilleure efficacité chez AQP4 +

* Analyses de sous groupes Eculizumab et
inebilizumab

— Efficacité sur |la sévérité des poussées et une
meilleure récupération



Traitement des po

O'Riordan et al. 1996. JNNP.

ussées

Mandler ef al, 1998, Ann Neurol..

* Corticoides : 5a 10 genIVL pas de
relais PO

Plasmaphérese : 7 EP

— Possibilité de mixer Solumédrol et EP

— Ac monoclonal 24 h apres EP
— Facteur de recupération complete

— Utilisation en lere ligne
— Délai de traitement court
— AQP4 +

— Atteinte mono focale

CLASS OF EVIDENCE
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Abstract

Objective

"To analyze whether I of the 2 apheresis techniques,therapeutic plasma exchange (PE) orimmunoadsorption (1A), is superior
neuromyelitis optica spectrum disorder (NMOSD) attacks and to identify predictive factors for complete
n (CR).

in tre,

remis

Methods
“This retrospective cohort study was based on the registry of the German Neuromyelitis Optica Study Group a nationwide network
established in 2008, It recruited patients with neuromyeliis optica dingnosed according to the 2006 Wingerchuk citeria or with
aquaporin-4 (AQP#ab)-antibody-seopositive NMOSD treated at 6 regional hospitals and 16 tertiary referal centers ntil March
2013, Besides descriptive data analysi of patient and attack characteristi
applied to compare the effectiveness of the 2 apheresi techniques.

eneralized estimation equation (GEE) analyses were
EE model was generated to assess predictors of outcome.

Results

Two hundred and seven attacks in 105 patients (87% AQP4ab-antibody seropositive) were treated with at least 1 apheresis
therapy. Neither PE nor IA was proven superior in the therapy of NMOSD attacks. CR was only achieved with early apheresis
therapy. Strong predictors for CR were the use of apheresi therapy as first-line therapy (OR 1227, 95% CI: 104-14491, p =
0.047), time from onset of attack to start of therapy in days (OR 0.94, 95% Cl: 0.89-0.99, p = 0014), the pre
antibodies (OR 33:34, 95% Cl: 1.76-63117, p = 0.019), and monofocal attack manifestation (OR 4.71, 95% CI: 1032162, p=
0046).

Conclusions
s suggest early use of an apheresis therapy in NMOSD attacks, particularly in AQP4-ab-seropositive patients. No

was shown for one of the 2 apheresis techniques.

Classification of evidence
This study provides Class IV evidence that for patients with NMOSD, neither PE nor IA is superior in the treatment of
attacks.

Correspondence
Or. Kleiter
ingo.Keiter@rub.de
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attacks in neuromyelitis
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Les interrogations qui persistent

les effets a long terme

— efficacité

— Tolérance

Durée du traitement

dentification de facteurs prédictifs de poussée
oour escalade?

— NLF and GFAP

— Dosage des CD19

Doit on le proposer aux AQP4 négatifs ? Anti
MOG ?




Anti MOG

Reindl, Nature Reviews Neurology 2019
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Etude comparative des NMOSD AQP4+ et anti MOG +

JAMA Neurol. 2014;71(3):276-283. doi:10.1001/jamaneurol.2013.5857

Table 1. Comparison of Clinical Features in Patients With MOG-Ab-Positive

and AQP4-Ab-Positive NMO/NMOSD

MOG-ADb Positive

AQP4-Ab Positive

Feature (n=9) (n=20) P Value
Follow-up, median (range), mo 18.00 (2.2-38.5) 20.47 (5.0-36.6) NS
Female, % ( D .02
White, % 78 60 NS
Age at onset, mean (SD), y 32.29 (17.1) 44.86 (14.8) .05
Coexisting autoimmunity, No. (%) 1(11) 9 (45) NS
Onset episode, No. (%)
ON only 0 (0) 6 (30) NS
TM only 3(33) 12 (60) NS
ON+TM 0 (0) .005
Brain/brainstem+TM 0 (0) NS
Brain only NS
Nadir EDSS score, median (range) NS
EDSS score at best recovery, median (range) .01
Patients with TM at onset .007
left motor disabled, No. (%)
Patients with ON at onset 0 (0) 2 (33) NS
left visually disabled, No. (%)
Subsequent relapse, No. (%) 0 (0) 8 (40) .03

Abbreviations: Ab, antibody;

AQP4, aquaporin-4; EDSS, Expanded
Disability Status Scale;

MOG, myelin-oligodendrocyte
glycoprotein; NMO, neuromyelitis
optica; NS, not significant; ON, optic
neuritis; SD, spectrum disorder;

TM, transverse myelitis.



Etude comparative des NMOSD AQP4+ et anti MOG +

JAMA Neurol. 2014;71(3):276-283. doi:10.1001/jamaneurol.2013.5857
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Figure Legend:

Expanded Disability Status Scale (EDSS) Scores at Nadir and Recovery of the Onset EpisodePatients with aquarorin-4 antibody
(AQP4-Ab)—positive neuromyelitis optica/neuromyelitis optica spectrum disorder often showed poor recovery from the acute episode
(left), with little change in EDSS scores, whereas recovery in myelin-oligodendrocyte glycoprotein antibody (MOG-Ab)—positive
patients-was-often-dramatic (right). The-median-change-in EDSS-scores-between-episode nadir-and recovery-was-significantly
higher in MOG-Ab—positive patients compared with AQP4-Ab-positive patients.(6 vs 2; P<.001).



Histologie

___________mos __________Aqp

Démyélinisation primaire secondaire
bien délimitée
Macrophages avec débris

de myéline
Astrocytes Préservation relative Perte +++
Infiltrat inflammatoire lymphocytes T, qq B PNN et PNEo

Péri-vasculaires

Dépobts de complément oui Oui
Avec complexe terminal
+ dépot d’'IgG
Pré-OGD Préservation des pré-OGD
immature
(n’exprime pas la MOG)
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e 165 patients adultes MOG +

— 59 non traités et 66 traités

Table 3 Evaluation of pre-treatment and on-treatment annualised relapse ratio and EDSS according to treatment group

Treatment  Treated 26  Eligible  FU before FU under ARR pre/ Freedom  p value EDSS pre/ Freedom of p value
group months at for treatment treatment on- of relapse  ARR pre/ end of EDSS EDSS
any time, n analysis, (years), (years), treatment, on- on- treatment, progression, pre/end-
(%) n (%) median median mean(SD) treatment  treatment mean (SD) n (%) treatment
(range) (range) n (%)
Type AZT 19/66 (288) 11/19 24 (0.6-7.6) 2.1 (0.5-126) 4105 (1.20)/ ©€\54.5) 0.041 1.86 (1.30)/ 11 (100) 0.157
IS (57.9) 043 (0.79) 1.68 (1.19)
MMF 12/66 (182) 11/12 1.7 (0.5-46.4) 1.7 (0.5-6.8) 120 (1.11)/ 8 (§2.7) 0.033 2.72 (1.69)/ 11 (100) 0.317
(91.7) 0.23 (0.60) 264 (1.76)
RTX  30/66 (45.5) 26/30 33 (0.5-1833) 1.7 (0.5-4.9) 1.08 (0.98)/ (73.1) 0012 3.11 (1.83)/ 23 (88.5) 0.096
(86.7) 0.43 (0.89) 2.58 (1.90)
Type Il 1S 6/66 (9.1) 5/6 52(29-103) 20(06-3.7) o 2 (40) 0.893 38 (1.52)/ 1 (20.0) 0317
(83.3) 0.65 (0.69) 4.0 (145)
Type lllIS  8/66 (121)  3/8 - - - - - - - -
(37.5)
*MS-DMD 10/66 (6.6) 9/10 1.95 (0.5-20.1) 3.7 (1.0-14.7) 113 (1.38)/ 2(222) 0.374 2.5 (0.90)/ 7(77.7) 0.188
(90) 049 (041) 3.17 (2.15)

*Patients treated with type IIl IS (corticosteroids, n =2 and intravenous immunoglobulins, n = 1) were not eligible for analysis due to treated number <5
@Among the 9 patients with MS-DMD eligible for the analysis, 2 patients were treated with natalizumab, 1 with glatiramer acetate and 6 with interferon

FU follow-up, ARR annualised relapse ratio, SD standard deviation, EDSS Expanded Disability Status Scale, IS immunosuppressants, MS-DMD multiple sclerosis
disease-modifying drugs, AZT azathioprine, MMF mycophenolate mopbhetil, RTX rituximab



Ac anti-CD20 chez les MOG ? mircem

erveau delaMoeu

e Etude rétrospective de 121 patients (13 pays):
30 enfants / 91 adultes

— 20 traités des P1: 30% qui rechutent (médiane 2
mois)

— 101 traités a partir de P2 ou plus tard:

Rechute sous anti-
CD20:
CD19< 1% ds 79%

Diminution du taux de Survie sans
poussée poussée a 2 ans

101 37%
95%Cl:19-52%, p< 0.001
En 1° ligne 47 63% 55%
95%Cl:35-79%, p= 0.001
En 2° ou 3° ligne (apres 54 26% 18%

AZA/MMF) 95%Cl:2-44%, p = 0,038



Efficacité des IVIG chez les NMO anti —-MOG

IglV induction a 2g/KG puis 1 g/kg

Nombre | TAP avant

TAP apres

de

patients
Hachachen et al. 2018 MOG 16 2,6
Ramanathan et al. 2017 MOG 7 2
Jarius et al. 2016 MOG 1
Viwanathan et al. 2015 AQP4 6 0,75
Karthikeayan MOG 3 2,02
P734 Ectrims 2019

Cout ? Durée?

0,51

1,5

0,13
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Conclusion
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