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NeupIKO KUTTAPO, KUTTAPA YAOIQC Kal VEUPOTTIANMO™

Oligodendrocytg

* MMukvo OiKTUO ATTOPUAdWYV KOl CUVAYEWV .

Harald Pross Nature Rev 2021



TUTTOI AVTIVEUPWVIKWY AVTICWHATWYV

loxupry cuoxETnon TITAWV avTiyOVWY OTOV 0pO
kKal To ENY pe tnv mmopeia tng vooou.

[MaBoAoyoavaTOUIKEG MEAETEC

In vitro or in vivo TTeipapaTika dedopéva

Antibodies Antibodies Antibodies
against neuronal surface againstintracellular against intracellular
antigens synaptic antigens cytoplasmic/nuclear

t antigens

Considered pathogenic as Controversial role in Considered markers of
they target proteins that are pathogenesis (see text); their paraneoplastic syndromes with
accessible in vivo and, antigen could be transiently poor prognosis and treatment
typically, play an important accessible during synaptic response, in which autoimmunity is
role in synaptic transmission, vesicle fusion and uptake mainly effected by cytotoxic
plasticity or excitability T cells; the antigens are deemed to
be inaccessible in vivo

Examples: Examples: Examples:

Caspr2, DPPX, D2R, GAD, Hu, Yo, Ri
GABAAR, GABAgR, GlIyR, LGI1, Amphiphysin CRMPS5/CV2,

NMDAR Zic4, Ma2
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[MaBoyeVETIKOI hNXAVIOUOi VEUPOAOYIKWY dIaTApaXwV OXETICOUEVOI HE VEUPWVIKA QUTOAVTIOCWMNATA.

A. EANTTWO OTO onueia eEAEyxou

(checkpoints) Tou avooiakou o.

B. T[lapdyovteg TpOKANONG
Oykol
Neupoek@UAIon
MikpoBiwpa

[o]]

AANO

C. 2uvelopopd YEVETIKOU
utTooTPpWHATOG (ie HLA profile)
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Macrophage

AMPA receptor

Synaptic
vesicle

a. Internalization and degradation, b. Complement-dependent Cytotoxicity, c. Block
receptor signalling, d. Interruption the trans-synaptic binding of LGI1,+ e/MOG
autoantibodies target the myelin sheath of axons, f. Intracellularly inactivation of
synapsin
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Baolka EpwThUOTo KATO TNV
gupavion Kivntikng Atoxrpoaxng

[ @
-T1 eival autd TTou BAETTW;

-Eival paivoTumiko XapakTnpIoTIKO YyVwoToU
TTaBoyeVETIKOU (Aiyo 1} TTOAU) UTTOOTPWHATOG;
-YTIGpxouV evOEigEIG auToavoons N
TTAPAVEOTTAQC MATIKNG dlATAPAXNG;

-YTIapXeEl AITIOAOYIKA oxéon;




YTmowyia avooo- ) Tapaveo- dlarapaxng: KOKKIVEC OnNUAiES

YT1roceia eI0BOoAr, Taxeia e€ENCN (2-3 NrveQ)

2.UVOUOONOC KOl AAAWY VEUPOAOYIKWY CUNTITWHATWY KOl ONPEIWY (VONTIKO EAAEINQ, EYKEPAAITIC,
Yuxwaon, o@BaApoTtTAnyia, kpioeig E, pudkAovog, diatapaxEC auTovouou, dIaTapaxEG UTTVOU,
TTOAUVEUPOTTAOEIA, KATT)

[MapOEUOUIKOC XOPAKTPAC Nl OIOKUNAVOEIC CUNTITWHATWY
loTOpIKO auTOAVOOOU

loTOpIKO KApPKivou



KivnTIKEC AlaTapaxES

TpoOuOC

Antibody target: metabotropic glutamate
receptor type 1 (mGIluR1), dipeptidyl-
peptidase-like protein 6 (DPPX), Yo (PCA-1)




KivnTIKEC AlaTapaxES

Atoélo

Most common antibodies binding to nuclear

or cytoplasmic proteins (onconeuronal antibodies): anti-
Yo (PCA-1), anti-Hu, anti-Tr (Delta/Notch-like-epidermal-
growth-factor-related-receptor, DNER), anti-Ri, anti-
amphiphysin, anti-GAD.
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PAST POINTING IS NOTED
IN CEREBELLAR DISEASE




KivnTIKEC AlaTapaxES

MuokAovog & OYOKAOVOC

Antibody target: Leucine-rich glioma-inactivated
protein 1 (LGI-1), GlyR, Contactin associated
protein like2 (Caspr2 -elderly man lower limps),
DPPX, ANNA-1/Hu, ANNA-2/RIi




KivnTIKEC AlaTapaxES

Xopela

Sydenham’s, antiphospholipid syndrome, systemic lupus
erythematosus. Antibody target: Caspr2, NMDAR, LGI-1,
CRMP5/CV2, ANNA-1/Hu, IgLON5




KivnTIKEC AlaTapaxES

AvoTOVIO

~Antibody target: ANNA-2/Ri, NMDAR, immunoglobulin-like cell
adhesion molecule 5 (IgLONS)




KivnTIKEC AlaTapaxES

[aPKLIVOOVIOPOC

Antibody target: ANNA-1/Hu, ANNA-2/Ri, Caspr2, NMDAR,
LGI-1, CRMP5/CV2, DPPX, Ma2, IgLONS (PSP-like
tauopathy with sleep disturbances. Overlapping mechanisms
between antibody-mediated autoimmunity and
neurodegenerative diseases)




KivnTIKEC AlaTapaxES

2UVOPOUO SUOKOUTITOL aTOpou (Stiff person
spectrum disorders)

L
Antibody target: Amphiphysin, GAD, GlyR, ANNA-2/Ri, DPPX




KivnTIKEC AlaTapaxES

20VOpouO Isaacs (NevpouvoTtovia)

Antibody target: Caspr2, LGI-1




KivnTIKEC AlaTapaxES

MNopo&uouikeg KivnTikeg AlOTopoxeq

Faciobrachial dystonic spasms (FBDS)

Antibody target: NMDAR, LGI-1
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TexvikeCc EAEyxoOU
AUTOQVTIOWHATWYV

Immunoblot (avooooTUTTWHO)

Enzyme-linked-immune-tests (e.g.

ELISA) and/or radioimmunoassay
(RIA)

Tissue-based assays (TBA)

Cell-based assays (CBA) (ie high
resolution of single-cell cloning
approaches)

Screening methods

Involve exposition of intracellular or denatured antigens
May therefore also detect non-pathogenic antibodies

Western blot

Test antigen: separated
proteins blotted on a
membrane

Immunhistochemistry
Test antigen: slices of
rodent / primate brain
tissue

|
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Radioimmuno assay
Test antigen: solubilized
mammalian brain
membranes

Specific test
Detects pathogenic
antibodies

Cell-based assay
Test antigen: expressed by
transfected HEK cells
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Baagikoi kavoveg doKINAaIwyY

Always use a combination of antigen-specific
tests (immunoblots (avoocooTuTwua), ELISA/RIA,
CBASs) and tissue-based screening tests (TBA).

LGl

Include immunoblots for intracellular antigens,
CBAs for extracellular antigens, and ELISA/RIA
for GAD65, VGCC.

The combination of results obtained from testing

NMDAR

GAD

NMDAR

serum and CSF improves sensitivity and ;
specificity.

Amphiphysin i

Testing should start with the common antibodies.

Flotillin

GFAP

Seronegativity in spite of comprehensive testing
IS common.
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OEPATTEUTIKEG
I_I pOG£YV |,O-£ I g i.v.immunoglobulins,

corticosteroids

Cyclophosphamide, methotrexate, Stem cell
azathioprine, MMF transplantation

IL-6 pathway
inhibition g

CD19/CD20 Proteasome IgG-degrading
CART cells inhibitors enzymes

CD19/CD20 CD38cell Complement

monoclonals depletion inactivation

Established therapies

1. anti-CD20 monoclonals: rituximab, ofatumumab,
ublituximab, obinutuzumab, ocrelizumab [rorenial threpes ]

2. Complement inactivation: eculizumab

3. IL-6R inhibition: satralizumab

4. B cell depletion: (anti-CD19 antibody)

N inebilizumab
5. CD38: daratumumab

Harald Préss, Nature Rev 2021
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TPelg TUTIOL AV TIOWHATWV: ETILPAVELQG,
EVOOKUTTOPIKWY OTOLXEWWV KOl (EVOOKUTTAPLWV
oTolxElwv) cuvadng.

[MpoUToBeTeIC TaBoyevEIQG: EAGTTWUO OTOr OonuEla
gAeyxou (checkpoints) Tou avOOLOKOU, TIOPXYOVTEG
TIPOKANGONG, YEVETIKO UTIOOTPWO.

KivnTikeg SlatapaxeC ocuxva CUVSUOLOUEVEC KOL UE
OAAO VEUPOAOYIKG Onpeiar pe uTto&eian eEEAEN.
KXTGAANAEG TEXVIKEG OVOCOOTUTIWHG, ELISA,
LOTIKEG, KUTTOPLIKEC.

[oAAEG avaduOUEVEC BepPOTTELEC JUE ONUOVTIKO
POAO TWV HOVOKAWVIKWV.




