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Poruchy periferniho nervového systému
anebo uZ neplati prijdte za 3 tydny...
Diabeticka neuropatie
Onemocnéni motoneuronu
Chronicka zanétliva demyelinizac¢ni neuropatie
Guillain Barré Syndrom
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Diabeticka neuropatie (MUDr.V.PotoCkova, Ph.D.)

Nemoci motorického neuronu (MUDr.D.Baumgartner)

Zanétlivé dysimunitni neuropatie (MUDr.R.Mazanec, Ph.D.)
Akutni

Guillain Barré Syndrom
Chronickeé

CIDP
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Zanetlivé dysimunitni neuropatie




Zanetlivé dysimunitni neuropatie

Autoimmune nodopathy
(nodo-paranodopathies)

Haematological

Contactin- . X
malignancies

associated
protein 1
(Casprl)

Monoclonal gammopathies

IgM-MAG
positive

Typical CIDP
(proximal & distal;
motor & sensory)

Chronic immune

Guillain- e sensory
Barré polyradiculopathy
syndrome (CISP)

Science Direct, 2021
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Realna data z klinické praxe

21% pfipadu idiopatickych neuropatii neni v€as diagnostikovano jako

Cl DP (Dyck PJ et al. Ann Neurol. 1981;10(3):222— 226., Dimachkie MM, Barohn RJ. Curr Treat Options Neurol.
2013;15(3):350-366 )

47% pripadu CIDP mélo jinou dg. (ailen Ja and Lewis RA. Neurology. 2015:85(6):498-504.)

38 mésicu je doba mezi 1.pfiznakem a diagndzou (ice study Hughes RA et al. Lancet
Neurol. 2008; 7(2):136—144)

11 mésicu je doba mezi 1.pfiznakem a diagndzou (alien JA and Lewis RA. Neurology.
2015:85(6):498-504.)

6.8 mésicu je doba mezi 1.pfiznakem a diagnOzou ( $palek P, Kuréa E, Cibulgik F et
al. CeskSlov Neurol N 2018)
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Dusledky ,,under nebo ,,over

diagnostiky CIDP

Under (negativni nebo pozdni diagnoza )
Ireverzibilni axonalni ztrata (time is axon)
Kumulovana disabilita
Ztrata schopnosti pracovat
Trvalé a vyrazné zhorseni kvality zivota

Over (falesné pozitivni diagnéza) — Castejsi u variant CIDP
Dlouhodoba imunoterapie spatne urCené dg.
Riziko advers events
Financni naklady
Moznost jiné [éCby
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CIDP

Prevalence 2.0-8.9 /100 tis - dospeli
<0.5/100 tis - deti

Muzi postizeni Casteji 1.5-4:1

NejCasteji postizena skupina 40-60 let

Imunitné mediovana —humoralni/bunécna komponenta
Chybi specificky biomarker — obtizna dg./mimics/

Relaps remitentni
Chronicko progresivni

Leécitelna neuropatie — efekt leCby, pokud je vCas

Broers MC 2019, Bunschoten 2019, Rust L 2005, Jo HY 2010
Setkani primard Liberec 24.4.2024
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guideline on diagnosis and treatment of chronic inflammatory
demyelinating polyradiculoneuropathy: Report of a joint Task
Force—Second revision
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Senzitivita kritérii pro CIDP 81% a mozné CIDP 88%
Specificita 97% 86%

Valida¢ni studie Rajabally 2022, Doneddu 2022
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Diagnosticky algoritmus CIDP EAN 2021

Klinicke priznaky
+

Elektrodiagnosticke testy (EMG)

+
Laboratorni metody (podpurné )

XVII.NM kongres Brno 18.-19.4.2024



Aktualizace CIDP guideline 2021

Formy CIDP

Typicka CIDP 50-60%
CIDP varianty

Uroven diagnostické jistoty
CIDP
Mozné CIDP

Van den Bergh 2021
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Diagnosticka kritéria pro CIDP (EAN 2021)

Typicka CIDP

progresivni (2/3) nebo relaps remitentni prubéh
rozvoj neuropatickych symptomu >8 tydnu
symetricka, proximalni a distalni slabost koncetin
senzitivni porucha Ap > Ad — senzitivni ataxie

hypo nebo areflexie
kKranialni neuropatie 10-20%

akutni nastup az 16%

Van den Bergh 2021
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CIDP varianty (EAN 2021)

Distalni —distalni porucha Citi a slabost DK — DADS- cave IgM
anti MAG paraprotein

Fokalni - porucha Citi a slabost na 1 koncetiné -plexopatie

Multifokalni - porucha Citi a slabost na >1 koncetine —
MADSAM Lewis Sumnersy [6-15% /

Motoricka — motorické symptomy bez poruchy citi — cave
MMN —to je asymetrické /4-10%/

Senzitivni — senzitivni symptomy bez poruchy motoriky —
cave prechod do typické CIDP az v 70% /[4-35%/

Van den Bergh 2021
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EDX kritéria CIDP (EAN 2021)

(1) Strongly supportive of demyelination:
At least one of the following:
(a) Motor distal latency prolongation 250% above ULN in two nerves (excluding median neuropathy at the wrist from carpal tunnel syndrome), or
(b) Reduction of motor conduction velocity 230% below LLN in two nerves, or
(c) Prolongation of F-wave latency 220% above ULN in two nerves (250% if amplitude of distal negative peak CMAP <80% of LLN), or

(d) Absence of F-waves in two nerves (if these nerves have distal negative peak CMAP amplitudes 220% of LLN) + 21 other demyelinating
parameter® in 21 other nerve, or

otor conduction block: 230% reduction o aeoximal relative to distal negative peak CMAP amplitude, excluding the tibial nerve, and distal
negative peak CMAP amplitude 220% of LLN in twghherves; or in one nerve + > 1 other demyelinating parameter® except absence of F-waves in

e (LFF 2 Hz) median > 8.4 ms, ulnar > 9.6 ms, peroneal > 8.8 ms, tibial > 9.2 ms

e (LFF 5 Hz) median > 8.0 ms, ulnar > 8.6 ms, peroneal > 8.5 ms, tibial > 8.3 ms
e (LFF 10 Hz) median > 7.8 ms, ulnar > 8.5 ms, peroneal > 8.3 ms, tibial > 8.2 ms
e (LFF 20 Hz) median > 7.4 ms, ulnar > 7.8 ms, peroneal > 8.1 ms, tibial > 8.0 ms
(2) Weakly supportive of demyelination
As in (1) but in only one nerve.

Van den Bergh 2021
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n.medianus MCV 31 m/s

n.ulnaris SCV 37 m/s n.medianus SCV 34 m/s

- T T
o R T

n.peroneus MCV 30 m/s o n.suralis SCV 34 m/s
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Podpurna kritéria CIDP (EAN 2021)

Likvor — elevace proteinu 42-77%, vylouCit CIDP mimics- infekce, atyp.celulizace
(>0.69/I nad 50 let)

MRI-mozna CIDP-enhancement/enlargement pfi sekvencich T2W, Dixon/STIR —
vyloucit jiné dg

Sonografie — mozna CIDP- CSA medianus,plexus

Nervova biopsie-rezistence na lIéCbu, kromeé kliniky chybi dalSi pozitivni nalez
napr.EDX, labor, MRI

Odpoved na Iécbu hodnoceni klinimetricky [-RODS, INCAT, MRC, vigorimetr, NIS

Van den Bergh 2021
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Dif.dg.CIDP EAN 2021

TYPICAL CIDP DISTAL CIDP MULTIFOCAL/FOCAL CIDP MOTOR CIDP SENSORY CIDP
CLINICAL Family history Pain Dyspnea, dysarthria, dysphagia
idiopathic sensory axonal neuropathy?
CMT, ATTRv? iabetic radiculo-plexopathy, neuralgic amyotrophy? motor neuron disease, myasthenia?
Autonomic features, pain Normal sensation Family history Family history
ATTRv neuropathy, diabetic neuropathy? multifocal motor neuropathy? hereditary motor neuropathies (fALS, dHMN, SMA)? hereditary sensory neuropathy?
Subacute, low frequency tremor, marked ataxia, distal predominance Focal: only 1 nervein 1limb Prominent asymmetry at onset
autoimmune nodopathy phenotype? nerve entrapment/tumour? multifocal motor neuropathy?
Family history
HNPP?
LABORATORY Fasting blood glucose or HbA1c elevated ANA/ANCA + Elevated serum CK level Fasting blood glucose or HbA1c elevated
diabetic neuropathy? vasculitis neuropathy? inflammatory myopathy? diabetic neuropathy?
IgM monoclonal gammopathy Low vitamin B12 level, chemotherapy
anti-MAG neuropathy? sensory neuronopathy?
IgA or 196 monoclonal gammopathy IgM monoclonal gammopathy
multiple myeloma, AL amyloidosis, POEMS syndrome? anti-MAG neuropathy?
Normal motor and sensory conduction
chronic immune sensory polyradiculopathy
(CIsP)?

FLOWCHART 2 Red flags that suggest another diagnosis than CIDP and CIDP variants (Table 4). ATTRv, amyloid TTR variant; dHMN, distal hereditary motor neuropathies; SMA, spinal
muscular atrophy

Van den Bergh 2021
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Lecba CIDP
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Cile casné lécby CIDP

Zabranit axonalni ztrate a
neurodegeneraci T N

U progresivni formy R
prevence ireverzibilni \
léze nervu a invalidity

Axon - A long nerve fiber that carries
messages to and from the brain, such

as telling a muscle when to move. /
r/

U remitujici formy ek Tt |
zabranit relapsim a " e N j 1 /
modifikovat pfirozeny | |

prubéh nemoci
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Lécba CIDP

Check for impairment, disability, rapidity of worsening, and effect on daily life
(NB: axonal involvement on NCS and EMG can be taken into account)

J [}}id to moderate CIDP*

Wait and see (monitor disease activity Check for contraindications to steroids or IV g mi
clinical and NCS)

e |

One course of IVIg 2 g/kq over 2-5 days Three consecutive (every 4-b weeks)
g ] ) day \ )

or 60 mg per day prednisolone for courses of IVIg 2 gfkg, then adjust the
4 weeks with tapering over 12-24 weeks following courses to treatment response
or 60 mq per day prednisolone for

8 weeks with tapering over 52-78 weeks

E‘nprrr‘.'mm'm Warsening { Improvement Waorsening

Wait and see (monitor Switch to the other Wait and see (monitor Switch to the other

disease activity) regimen or consider Pt disease activity) regimen or combine
Yy Yy g

Wlg and steroids or

consider PE

Figure 4: Proposed algorithm for CIDP treatment
At any step, if treatment fails, consider the following diagnoses: POEMS syndrome, lymphoma, amyloidosis, or sarcoidosis. If the patient still worsens under
treatment or needs constant treatment maintenance, consider adding an immunosuppressant. CIDP=chronic inflammatory demyelinating polyradiculo-
neuropathy. EMG=electromyography. IVig=intravenous immunoglobulin. NCS=nerve conduction studies. PE=plasma exchange. POEMS=polyneuropathy,
organomegaly, endocrinopathy, M protein, skin changes. *Almost no impairment and disability, and no effect on daily life, no axon loss. TMild to moderate

impairment and disability, no serious effect on daily life (the patient can work or has near normal social life). #Moderate to severe impairment or disability, clear
effect on daily life, active axon loss.
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Cochrane a lécba CIDP

&

THE COCHRANE
OLLABORATION®

Treatment options for CIDP

In 2010, immunoglobulin (IgG) therapy was the most
common treatment used for treatment of CIDP in the
United States'

m Corticosteroids

migG

m Plasma exchange

m Mycophenylate mofetil

m Azathioprine
Cyclosporin
Methotrexate

m Other

Immunoglobulins are a common treatment for CIDP:

Easy to use
Effectiveness shown in clinical trials
CIDP: chronic inflammatory demyelinating polyneuropathy, IgG: immunoglobulin G POI-YNEURU
1. Koski CL, et al. 2010. 2010 survey of patients with chronic inflammatory demyelinating polyneuropathy in exchange

the USA: Poster presented at AAN 2011
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The Cochrane Library

Evidence for healthcare decision-making

CORTICOSTEROIDS FOR CIDP

Mehndiratta MM & Hughes RAC
Cochrane Database of Systematic Reviews 2012

PLASMAEXCHANGE FOR CIDP

Mehndiratta MM, Hughes RAC, Agarwal P
Cochrane Database of Systematic Reviews 2012

[VIg FOR CIDP
Eftimov F, Winer JB, Vermeulen M,, de Haan R, van Schaik IN
Cochrane Database of Systematic Reviews 2009




Kortikosteroidy — individ.pristup

CORTICOSTEROIDS
Efektivni u 60-70% Side Effects

Zavazne vedlejsi uCinky v
Cetné kontraindikace 2

Mohou zhorsit e

balance

motorické formy CIDP ¥

Pomaly nastup —

indukce SM nebo DXM

Pomaly taper (roky) s
Nizka cena
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Kortikosteroidy a CIDP EAN 2021

Prednison 60 mg /den na 4 tydny, pak postupné
snizeni davky v prubéhu 6 mésicu

Medrol (methylprednisolon) 48 mg/den na 4 tydny,
pak postupné snizeni davky v prubéhu 6 mésicu
Oba postupy maji stejny outcome pro disabilitu a
QoL

Indikace steroidu je individualni /v naSem centru pro
mladsi pacienty, bez komorbidit/
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IVIG lécba u CIDP

Benefity Limity
Aplikace v centru-délka nekolik hod.
Dlouhodoby efekt Logisticka zatez - dojizdeni

Zilni vstupy — u nekterych pac.

o Naklady na chronickou léCbu
Prevence relapsu y

_ Nezadouci ucinky

Prevence axonopatie Bolest hlavy

Alergicka reakce kozni
Dobry bezpecnostni profil  Vzacne
Asepticka meningitida
Tromboza
Imunodeficit IgA s Ab
_ . Hyperprolinémie
Nejde o centrovou lecbu Pfenos infek&nich agens véetné CJD

Dobra tolerance

Setkani primard Liberec 24.4.2024



IVIG lecba u CIDP dle EAN 2021

&

THE COCHRANE

COLLABORATION®
v s g Pharmacokinetics of IVIg
IndukcCni davka .
2.0 g/kg béhem 2-5 dnu :
Udrzovaci davka N
1.0 g/kg kazdé 3 -4 tydny 5
2-5x dosazeni max.efektu gl wo
v ’ v rvn Time (days)
Po dosaZeni mozno snizit T
davku napr.0.5 g/kg, 00+
pokud neni relaps / wear off £, . +  cammExc
Nutna klinimetrie g8
INCAT, I-RODS, Hand grip, 52 e
MRC, 10MWT 5T Lo
-2.5 PP e e T e T T erTTrTT

0 4 8 12 16 20 24 28 32 36 40 44 48
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IVIG terapie — evidence RCT Ill.faze

ICE a PRIMA studie

Intraven1o1u7s Immune Globulin CIDP Efficacy (ICE) trial1
_n -
—Primary endpoint met
*54%* IVIG treated patients improved >1 point on the INCAT scale
—Secondary endpoints met
*MRC sum score = +4.7
*Grip strength (dominant hand) = +16.1

Privigen Impact on Mobility and Autonomy (PRIMA) trial2
—n = 28
—Primary endpoint met
*60.7% patients showed an improvement in INCAT score
—Secondary endpoints met
*MRC sum score = +6.9
*Grip strength (dominant hand) = +14.1

1.Hughes RA, et al. Lancet Neurol 2008;7:136-144

2.Leger J-M, et al. J Peripher Nerv Syst 2013;18(2):130-140 .

CIDP: chronic inflammatory demyelinating ponneurOﬁathy, INCAT: inflammatory neuropathy cause and treatment, IVIG:
intravenous |m_munogllobulm, MRC: Medical Research Council *This value for Gamunex decreases to 47.5% if 4 patients
with stable, adjusted INCAT score at Week 6 are excluded from the analysis. 3
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Perspektivy lecby imunoglobuliny

= |ndividualizace lecby — léCba ,sita na miru®

pacientovi

= Soucasti této individualizace muze byt |

prechod na lecbu subkutannimi
imunoglobuliny (SCIG)

Setkani primard Liberec 24.4.2024
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Farmakokinetika SCIG

(uprava davkovani pri prevodu IVIG na SCIG)

Biodostupnost IG pfi s.c. podani je asi 65-70 % ve srovnani s i.v. podanim (méfeno
hladinou v séru), a to pfi davkovani 1 x za tyden

Rada studii u MMN a CIDP ukéazala nutnost navyseni davky SCIG o 8-21 %

Ve studii PATH (Schaik et al., Lancet Neurology 2018) zkoumajici efekt udrzovaci
léEby SCIG u CIDP byla testovana davka 0.2 g/kg/tyden a 0.4/kg/tyden . coz
odpovida udrzovaci davce 0,8-1.6 g/kg/mésic IVIG

Ve studii ADVANCE (Hyqvia - facilitovany SCIG s hyaluronidazou) byla pouzita
ekvivalentni davka jako davka IVIG
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Proc a pro koho SCIG?

Vyhodna farmakokinetika + 1.V. pfistup neni potreba
Méné nezadoucich ucinku nez IVIG (lokalni >celkové)
Logistika — domaci aplikace, nemusi do centra, cestovani
uvolni kapacitu personalni a prostorovou v centrech

Pro koho :
jsou urcene k lIécbe v podobnych indikacich jako IVIG:

Primarni a sekundarni imunodeficity
Autoimunitni onemocnéni (imunomodulace)

Jde o pacienty, kteri reagovali na lecbu IVIG a jsou na této
udrzovaci lecbe stabilni!!! Nejsou doporucenée k iniciaci lecby.
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Polyneuropathy and Treatment with Hizentra

PATH studie (2018) — RCT 24 tydn(

Celkem 172 pac. Aplikace 20% IgG + 250 ml L prolin SCIG 1 x tydné

Randomizace 33% placebo vs 33% 0.2g/kg vs 34% 0.4g/kg

Obé davky se ukazaly dobfe tolerované a vedly k signifikantni redukci
relapst (0,4 g: 33 %; 0,2 g: 39 %) ve srovnani s placebem (63 %)
béhem 24 tydnu IéCby

AE placebo 27% 0.2 a/kg 30% 0.4 g/kg 33% SAE 11x

vysledky byly publikovany v Lancet Neurology 2018 a indikace lécby

preparatem Hizentra byla schvalena FDA. V SPC ma Hizentra
indikaci CIDP i u SUKL

PATH OLE (66 pac./48w) — long term effect

Subcutaneous immunoglobulin for maintenance treatment

Rela PS 0 4g/| 10% O. Zg/kg 48% in chronic inflammatory demyelinating polyneuropathy

(PATH): arandomised, double-blind, placebo-controlled,

Adherence pacientl k SCIG 82%, IVIG 12%  phase3tial

. Ivo N van Schaik, Vera Bril, Nan van Geloven, Hans-Peter Hartung, Richard A Lewis, Gen Sobue, John-Philip Lawo, Michaela Praus, Orell Mielke,
Va n S Ch a I k I a k0| =y N e u ro | Og y, 2 O 1 9 BillieL Durn, David R Comnblath, Ingemar S Merkies, on behalf of the PATH study group*

s ave . Lancet Neurol 2018; 17: 35-46
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Efekt facilitované SCIG u CIDP

HYQVIA — dvoukompozitni pripravek 10%IgG +
rekombinantni lidska hyaluronidaza (rHuPH20)

Vr. 2021 byly publikovany vysledky studie ADVANCE-1.
U 132 pacientu s CIDP stabilizovanych na Iécbé IVIG bylo
léCeno fSCIG (Hyqgvia) v ekvivalentni davce a intervalu

(obvykle 1 x mésicéné) doslo k redukci relapsu v porovnani
s placebem (9.7% vs 31.4%, p-value = 0.0045).

LecCba byla dobre tolerovana a vetSina nezadoucich
ucinku byla hodnocena jako mirné Ci stredné zavazné NU
(lokalni >celkove)
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Subkutanni IG u CIDP v praxi

HIZENTRA (BSC Behring) 20% IgG s.c. — indikace v SPC uhrada od 1.5.2024
aplikace individualné, obvykle 1x tydné
celkova davka obvykle vyssSi o 10-15% nez byla davka IVIG

HYQVIA (Takeda) : IgG + hyaluronidaza - indikace v SPC Uhrada od 1.3.2024
Aplikace individualne, obvykle 1x za 2 tydny, ale Ize i po 4 tydnech dle aplik.objemu

Trenink samoaplikaci v centru a nasledné i doma za ucCasti Skolené sestry
Kontroly v centru 1x za 6 mésicu §
Neni to ZULP, ale vydej na recept tj.naklady jdou za RC

-
¢ 0 M s

IMarkvardsen, EJN 2013; 2Cocito, JPNS 2015; 3Markvardsen, EJN 2014
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Inovantivni lécba CIDP

CD 20+ deplektory
rituximab i.v. — zatim pouze malé soubory pacientl a kazuistiky — pouze u rezistentnich
forem
fingolimod anti CD20+ (studie FORCIDP ve fazi lll pferuSena po interim analyze)
Nodopatie — protilatky NF-155, CASPR1 a CNTN1 — u€inny rituximab

Inhibitory C1 slozky komplementu
An open-label, non-randomized Phase 2 study evaluating the efficacy, safety and
tolerability of SAR445088 in 90 subjects with CIDP is currently ongoing, since 2021.

Blokator neonatalnich Fc receptoru
efgartigimod - studie ADHERE — redukce relapsl o 68% - podana Zadost o registraci k
SUKL
Rozalonixizumab, nipocalimab, batoclimab

Bruton Tyrosine Kinase Inhibitors A Phase |l single-arm open-label trial with zanubrutinib in
combination with rituximab is currently ongoing for anti-MAG related polyneuropathy
(MAGNAZ) in the Netherlands (NCT05939037).

Setkani primard Liberec 24.4.2024 Rajabally Y, 2023, Mathey E , 2023



CIDP - souhrn lecby

CIDP je lecitelna neuropatie

Lehké formy nevyzaduji imunosupresi

Steroidy a IVIG jsou stejné ucinng, ale nekteri
pacienti reaguji jen na nekterou formu IS
Nelecene CIDP vede k ireverzibilnim zmeénam a
invalidite, prudky pokles QoL

Prevazné motoricke formy by se mély lecit IVIG
Budte trpelivy pri ukoncovani lecby (>2 roky)
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Guillain-Barre-Strohl Syndrom

akutni zanétliva autoimunitni neuropatie

SUR UN SYNDROME DE RADICULO-NEVRITE AVEC HYPERALBUNINOSE DU LIQUIDE
CEPHALO-RACHIDIBN SANS REACTION CELLULAIRE. REMARQUES SUR LES
CARACTERES CLINIQUES ET GRAPHIQUES DES REFLEXES TENDINEUX,

par MM. Georces GuiLLaiy, J.-A. Barug et A. StrouL.

Bulletin de Societe des Medicines Hopitals de Paris,1916;40:1462.
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GBS — monofazické, self limited onemocnéni

NejCastejsi pricina akutni nebo subakutni
generalizované chabé kvadruparézy

Incidence 1-2/100 000 /rok

Postinfekéni : dychaci nebo GIT infekce u 60-70%
Campylobacter jejuni (30%) — globalni faktor

CMV, EBV, mycoplasma pneumoniae — hlavne AIDP
Geograficky : virus zika /2015/ -Fr.Polynésie, Karibik, Latinska Amerika
dengue, chikungunya : Indie a jihovychodni Asie

Predchazi
operace
vakcinace
leCba check point inhibitory
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Patogeneze GBS - vsechny slozky imunity

Campylobacter Tl

jejuni - ~_ GO
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| Ceramide — —() —() 5
p + aktivace komplementu C3
lasma
v tdis ' el + proinflam. cytokiny
§ +ROS - volné radikaly
% Perishrai nerve +proteazy z makrofagu
7;< / [ —) I
/ / AMAN AIDP

Complement
O Bianca van den Bergh et al,Nat Rev Neurol, 2014
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of Ranvier Macrophage Schwann cell
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Spectrum

EUR
USA

variants

EUELIES AP

Acute inflammatory demyelinating polyneuropathy (AIDP)

Acute motor (and sensory) axonal neuropathy (AMAN or AMSAN)
Miller Fisher syndrome

Cervico-brachial variant



Varianty GBS

Pharyngeal- Pure sensory Miller Fisher Bickerstaff brainstem
cervical-brachial syndrome encephalitis

|
) r) ) f'L (J ()
7 S § ',/‘" “\,I s =

Classic Pure motor Paraparetic
sensorimotor

| -. vy
l’ L£ Sj L; ,'LL J IO ) |"'||

LM1 (GM1, GD1a) GM1, GM1b, GD1a, GM1, GD1b GT1a, GQ1b GD1b GQ1b, GT1a GQ1b, GT1a
GalNAc-GD1a

‘ E] Motor symptoms D Sensory symptoms D Decreased consciousness / Ataxia

Trends in immunology

Laman J et al, Trends in Immunology Vol.43 No 4, 2022
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GBS diagnostika ve 3 krocich

Klinika — chaba paréza > nez 1 koncCetiny + generalizovana
areflexie

EMG — senzitivnhi a motorické neurografie — rozlisSi
demyelinizaCni a axonalni formy GBS

Likvor — proteinocytologicka disociace (Casna stadia a

axonalni formy- normalni nalez)
(7.den po vzniku potizi az 1/3 pac. ma norm.likvor)
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GBS AIDP__ 70%

Symetrické neuropatické symptomy

Senzitivni

Parestézie a znecitliveni distalne — 1.symptom HK Ci DK
Redukce propriocepce a vibrace — senzitivni ataxie

Motorické

Svalova slabost — Casto ascendentni progrese
symetricka kvadruparéza behem dne az tydne
obvykle DK pred HK, proximalne + distalne
+/- trup, interkostalng, Sije,
generalizovana areflexie
Kranialni neuropatie - diparéza facialis — 50%, orofaryngeal 40%
diplopie + ptéza 5%

Progrese do totalni paralyzy a respiracni poruchy v
20-30% pl“’lpadl‘] (Fokke, Brain, 2014)

Setkani primard Liberec 24.4.2024



Klinicky prubéh GBS

| DEMYELINATING POLYRADICULONEUROPATHY‘

AIDP SIDP CIDP
< 4 weeks 4-8 weeks > 8 weeks
>
E
o
w
>
w
wv

ANTECEDENT
EVENT

1

8w
PROGRESSIVE PLATEAU RECOVERY
PHASE AND AND
TREATMENT RELATED RESIDUALS
FLUCTUATIONS

TIME

PRODROMAL
PHASE

IVIlg in GBS: severe and within 2 weeks from onset

Normal
Mild = able to walk unaided
Severe = unable to walk unaided
' 30%
Paralysis | : :
2 4 8 weeks

No proven efficacy

in patients with mild GBS
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Klinické symptomy jinych forem GBS

AMAN

CJ infekce (mimikry) , EMG axonalni motorické abnormity

Lehka varianta — RCF —(reversible conduction failure) - rychly nastup, ale
kratke trvani

Tézka varianta — rychle nastupujici axonalni degenerace — pomala
regrese- casto trvale nasledky a disabilita

Lecba - IVIG

AMSAN
Rychlé a tézké pribéhy —JIP, DIOP
Casto dysautonomie a kranialni neuropatie
Jen castecné reverzibilni — trvalé nasledky

Setkani primard Liberec 24.4.2024



Klinické symptomy jinych forem GBS

Miller Fisher Sy

80-95% pacientd ma antiGQib IgG protilatky v séru

Kompletni - oftalmoplegie + cerebelarni/senzitivni ataxie + areflexie
Inkompletni — jen néktery symptom

Lécba IVIG u tézsich pribéhU — MFS + GBS overlap

Bickerstaff brainstem encephalitis

Postizeni kmene — RF + pyramidové drahy

Poucha védomi+ hyperreflexie + oftalmoparéza + ataxie
MR mozku — abnormita pouze u 30%

CSF — proteinocytologicka asociace

Anti GQab v séru pozitivni

Mathur A et al.,2023
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GBS - diagnosticky algoritmus variant

GBS CLASSIFICATION

Al

I CLINICAL I | NEUROPHYSIOLOGICAL |
WEAKNESS
PROMINENT

DEMYELINATING AXONAL

WEAKNESS
NOT PROMINENT

(AIDP)

WV

\\ 4
\\ 4 \\ 4 [AmAN] |AM5AN |

| GENERALIZED | LOCALIZED
A4 « Pharyngeo - Cervical - Brachial
« Paraparetic + Bladder
\\4 \\4 4 + Bifacial + Distal paresthesias
PURE SENSORY ACUTE MILLER FISHER - Acute Bulbar Palsy
VARIANT DYSAUTONOMIA SYNDROME
WV
« Complete
« Incomplete
« Bickerstaff Brainstem Encephalitis
« MF GBS Overlap Syndrome
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1 Hz» Livello 48.2 mA Dur: <0.1 ms* Singola
¢ 5ms VFase:« 4 » Media: Off Poten. segnali: Off
C1o0 [ e
Sito registrazione: EDB

S Sito stimolo ity
1mv « Al: Caviglia

A2: sotto-capitello

A3: sopra-capitello

A A5

Segmento

|5 T WE R | ) Elekromyografie — kondukéni studie u AIDP

1MV A A4 AS

Yeriie g0l Casna faze — prodlouzené DML, zpomalené MCV
| chybéni H reflexu a prodlouzené latence viny F

A Freq: <« 0.7 Hz*|Livello 192 V|Dur: <0.1 ms* Singola

F-SNS: ~500 uv « 10 ms »Traccia:«Sosp/16 Poten. segnali: On)|
|Sito stimolo: Tarsus Distanza:

[Lat M 7.5ma "m0 M: 1.0 mV Temp:

) ILatF 61.9ms F-CV:
s1av_|Lat F-M 54.4ms

Day 6 Week 4 ] Week 6

Norma <30 ms

F-SNS: =500 uy = < ; Lo Ry chy

Di StefanoV et al, 2020 Week 10 Week 16

Postupna uprava kondukénich parametrd

Fong CY etal., 1974
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Laboratorni nalezy

Likvor — proteinocytologicka disociace
Normalni tlak

Protein
casné (1+ 2.den): obvykle normalni (>85%)
pozdeji: vysoka CB (66% v 1.a 82% ve 2.tyd.)
Hodnota CB nekoreluje s klinickym prubéhem ani
S progndézou

Cytologie
10% : 10-50 lymfocytu, pokles béhem 2-3 dnu
Oligoklonalni prouzky (10-30%) e —r—

M Increased CSF protein concentration

100

Number of patients

0-1 2-3 4-5 6-7 8-14 >14
I'ime between onset of weakness and lumbar pucture (days)

Figure 3 Number of patients and percentages with elevated
protein concentration in CSF in relation to the timing of the
lumbar puncture after onset of weakness.

34| Brain 2014: 137: 3343 C. Fokke et al.



GBS a gangliosidy

Ganglioside Targets in Guillain-Barré Syndrome

Acute inflammatory demyelinating polyradiculoneuropathy (AIDP) LM1, Gal-C

Acute motor axonal neuropathy (AMAN) GM1, GM2, GD1b, GT1b, GM3, GD1a, GalNac-GD1a
Acute motor-sensory axonal neuropathy (AMSAN) GM1, GM1b, GD1a

Bickerstaff brainstem encephalitis GQ1b

Miller Fisher syndrome GQ1b, GM1b, GT1a, GD3, GD1c

Pharyngeal-cervical-brachial variant GT1a, GQ1b, GD1b

Sensory ataxic variant GD1b

AAN CONTINUUM JOURNAL. 10/2023
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GBS - terapie

Lehke formy — chodici pacienty nelecCime-
dopor.observace 48 hod.

ndikace k lecbe :

Rychla progrese a dysfagie
mobilita — tézka kvadrupareza
Respiracni insuficience

Agresivni pribéhy s dysautonomii a respiracni
insuficienci - mEGRIS skore

(rapid disease progression, bulbar palsy and weaker (lower MRC scores of) neck flexion and bilateral hip flexion.
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)l The Cochrane Library

Evidence for healthcare decision-making

Cochrane

VIMMUNOGLOBULIN -

¢ Although intravenous immunoglobulin has not been
tested against supportive treatment alone, a Cochrane
analysis of three trials indicated that such treatment
was equivalent to plasma exchange.

Intravenous Plasma

Study immunoglobulin exchange Relative risk Weight Relative risk
n/N n/N Fixed) (95% Q) =) Fixed) (95% Q1)

Brill 1996 18/26 11/18 923 1.13 0.72101.77)
Diener 2001 16/20 15/21 10.5 1.12 (0.79t0 1.59)
Nomura 2000 14/23 13/20 10.0 0.94 (0.5910 1.48)
PSGBS Group 1997 72/130 70/121 52.1 0.96 (0.77101.19)
van der Meché 1992 19/74 25773 il 18.1 1.54 (1.0510 2.26)
Total (95% C1) 273 253 100.0 1.09 (0.94t01.27)

Total events: 159 (intravenous immunoglob ulin),
134 (plasma exchange)

Test for heterogeneity: x° =4.97, df=4&, P=0.29, 0.10.205 0 2 5 1¢
Favours Favours

F=19.5%
plasma intravenous
Testfor overall effect: 2=1.16, P~0.2 exchange immunoglobulin

Fig4 Forestplotofintravenousimmunoglobulin compared with plasma exchangein Guillain-Barré
syndrome. Change in disability grade at 4 weeks. Adapted, with permission, from a Cochrane
review™

DCTULRGI PHITTIAIV LIVCICL 24.4.4V244



Standard pro lécbu pacientt
s autoimunitnimi nervosvalovymi

onemocnénimi intravendznim lidskym
imunoglobulinem a plazmaferézou

Ilvig v celkové davce 2.0 g/kg/béhem 2-5 dnii

Rizika lvlg <10% :
akutni tubularni nekréza,asept.meningitida, ekzémy ve dlanich
Zvyseni viskozity = zvySeni rizika trombdzy (trombofil mutace)

Casna fluktuace pfiznakt GBS postihne cca 10% pacient( bez
ohledu na lé€bu lvlg nebo PF
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Plazmaferéza

tudy PE Control WMD (fixed) WMD (fixed)

r sub-category N Mean (SD) N Mean (SD) 95% CI 95% Cl
Greenwood 1984 14 -0.64(1.35) 15 -0.27(1.05) —_— -0.37 [-1.25, 0.51]
McKhann 1985 122 ~1.10(1.92) 123 -0.40(1.60) —— -0.70 [-1.14, -0.26]
Raphagl| 1987 109 -1.30(1.93) 111 -0.29(1.60) - — -1.01 [-1.48, —0.54
Raphasl 1997 45 =1.00(1.20) 46 0.10(1.00) - -1.10 [-1.55, —=0.65
Total (95% Cl) 290 295 < —0.89 [-1.14, —0.¢
Test for heterogeneity: Chiz = 3.10, df =3 (P = 0.38), 2 =3.3%
lest for overall effect; Z=6.89 (P < 0.00001)

- 2 0 2 4

Favours treatment  Favours control
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Plazmaferéza

Obvykle 5 cyklu (200 ml plazmy/1 kg hmotnosti b&hem 5 cyklt b&hem 7-10 dnui)

Neschopen rychlé chuze — 2.cykly PF

Neschopen chuze bez opory — 4.cykly PF

Neschopen chuze 6.cyklu neni lepSi nez 4 cykly
(French Cooperative Group on Plasma Exchange in GBS)

Riziko vedlejSich ucinku :
zmény objemu tekutin — hypotenze
invaze- CZK — trombdza, zanét — mozno i do perif.zily (FN Ostrava)
desekvilibrium vizkozity a homeostazy(hypokalcémie)

Kl: poruchy hemostazy, gravidita, aktivni infekce, KV instabilita
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GBS a kortikoidy

Samostatné se kortikoidy u GBS nepodavaiji !!
pro horsi outcome a prolongovany prubéh

Cochrane review — 587 pacientu v 6 trialech- nebyl
rozdil mezi [léCenym i a neléCenymi

120 pacientu ve 4 trialech s prednisonem —

pomalejsi uprava deficitu nez bez lecCby
Methylprednisolon i.v.— rovnez bez efektu
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GBS - terapie

1 volba . IVIG + PF do 4 tydnu po vzniku — rovnocenné (Level B, Class |)
(_J; acinna do 4 tydnu po vzniku (Level B,Class Il)
IVIG je ucinny do 4 tydnu od vzniku a u paC|entu neschopnych
samostatné chuze (Level B, Class I)
Kombinace PF a nasledné IVIG neni ucinnéjsSi nez samotna PF (Class I)-

nedoporuceno

Druha davka IVIG neni u€inné€jSi naopak vySSi % trombolembolickych

prihod) (Class 1)- nedoporuéeno

Imunoadsorbce v kombinaci s IVIG neni ucinnejsi (Class 1V)
Imunoadsorbce v Ié€bé GBS — nedostate¢na evidence — neni doporucena

LécCba kortikosteroidy neni doporucena
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GBS - lecba

Pacient s tézkym prubéhem patri na JIP :

Autonomni neuropatie-tachykardie, bradykardie
az bradyarytmie, kolisani TK, profuzni poceni se
ztratou tekutin

Riziko tromboembolickych prihod — vzdy podat
Fraxiparin (IVIG + imobilita)

Respiracni selhani — vCas UPV (FVC pod 15 ml/
kg) — monitorovat dechove objemy predem
Kontinualni lecba bolesti - lineary

Vyziva — CZK , NGS - kalorie + proreiny
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Rate of progression, severity and speed of recovery are highly variable

Progn6za — EGOS kritéria

Erasmus GBS Outcome Score - EGOS

C. Prognosis

The Erasmus GBS Outcome Score (EGOS)?? (van Koning) helps
predict the likelihood of recovery at 6 months*. It is based on
three clinical characteristics, age, diarrhea preceding the GBS, and

strength at 2 weeks into the disorder. It offers a guide to counsel
patients about their prognosis.

E'&I‘ly I‘ECOg[lll'lOll of poor prognosis 1n

Guillain-Barré syndrome
o}

C. Walgaard, MD ABSTRACT

HF. Lingsma, PhD Background: Gulllain-Barré syndrome (GBS) has a highly diverse clinical course and outcome, yet

L. Ruts, MD patients are treated with a standard therapy. Patlents with poor prognosis may benefit from

P-A. van Doom, MD  agqpional treatment, provided they can be identified early, when nerve degeneration is potentially

;2‘ -J‘*":)‘;'h;% PhD reversible and treatment Is most effective. We developed a clinical prognostic model for early
.C. Jacobs,

prediction of outcome In GBS, applicable for clinical practice and future therapeutic trials.

Methods: Data collected prospectively from a derivation cohort of 397 patients with GBS were
used to Identify risk factors of being unable towalk at 4 weeks, 3 months, and 6 months. Potential
predictors of poor outcome (unable to walk unaided) were considerad in univariable and muitivari-
able loglstic regression models. The clinical model was based on the muitivariable logistic regres-

sion coefficients of selected predictors and externally validated In an Independent cohort of 158
patients with GBS.

Results: High age, preceding diarrhea, and low Medical Research Councll sumscore at hospital
admission and at 1 week were Independently associated with being unable to walk at 4 weeks, 3
months, and 6 months (all p 0.05-0.001). The model can be used at hospital admission and at day
7 of admission, the latter having a better predictive ability for the 3 endpoints; the area under the

recelver operating characteristic curve (AUC) Is 0.84-0.87 and at admission the AUC Is 0.73-
0.77. The model proved to be valid In the validation cohort.

Condlusions: A clinical prediction model applicable early In the course of disease accurately pre-
dicts the first 6 months outcome Iin GBS. Neurology® 2011;76:968-975

Walgaard, Neurology, 2011
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Erasmus GBS Prognosis Score
Prognostic Patient Score The patient’s
Factor Characteristic Points points
1. Age (years) <40y/a 0
>40y/a 1
2. Diarrhea No diarrhea 0
within prior to GBS
4 weeks :
Diarrhea
before GBS preceded GBS L
symptoms
3. Degree of 1. minor 1
disability symptoms;
at 2 weeks able to run
into illness %), EmeEl: P
unassisted
but cannot
run
3. needs cane 3
or walker to —
walk A
4. bed or chair
bound
5.0n ven‘gilator, 5
even briefly circle score
Meaning of Total Score
1-3: very good chance of walking Total Score
at 6 months 1-7)= —
7: poorer recovery

* Independent validation of this score system has not been published.
26 GBS/CIDP FOUNDATION INTERNATIONAL



Prognoza — EGOS kritéria

Relaps : 2-5% pacientl
Mortalita

3-7% (van den Berg, Neurology, 2013; AINSO registr CR, 2016)
kardialni, ARDS, PTX, HemoTX, komplikace PE

Trvalé nasledky: 10%

Klinické markery horsi prognozy
VySSi vék
Rychla progrese; Casna a prolongovana UPV
Rezistence na léCbu IVIG neb PE

Laboratorni markery horsi prognozy : EGOS kritéria

EMG: nizké CMAP na motorickych nervech a ¢etné
denervacni potencialy — fibs, PSW

Rychla progrese
Veék >40 let
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GBS /CIDP a vakcinace

Influenza — 10 studii — neni rizikova pro GBS a CIDP pacienty
H1N1 — riziko GBS je 0.74 / 1 mil.vakcinaci

Hepatitis, tetanus, meningokoky — publikovany kazuistiky —
incidence GBS neni vyssi nez bézné epidemickeé pozadi
Vakcinace mRNA proti covid19 neni spojena s vyssi incidenci

GBS
Vakcinace zivymi vakcinami — konfliktni data

GBS/CIDP foundation — doporuceni
neocCkovat alergiky na vajecné bilkoviny
pokud vzniklo GBS po ockovani béhem 4-6 mésicu
neocCkovat po GBS v kratkém odstupu (NMC FNM do 1 roku)
pohovor s GBS pacientem — rizika a benefity

Setkani primard Liberec 24.4.2024



EuRow\USKULARNi SEKCE SNg

N

Narodni registry NMD 2011

Hereditarni nemoci — REaDY
Spinalni muskularni atrofie SMA
Dystrofinopatie Duchenne + Becker
Myotonie dystroficke + nedystroficke
Fascioskapulohumeralni sval.dystrofie FSHDa
Pletencove dystrofie limb girdle LGMD

Myasthenia gravis - MyReg
Ziskané autoimunitni neuropatie — RESTAND
Guillain Barre syndrom

Chronicka zanétliva demyelinizacni CIDP
Multifokalni motoricka neuropatie MMN
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Farmakokinetika SCIG

(uprava davkovani pri prevodu IVIG na SCIG)

Biodostupnost IG pfi s.c. podani je asi 65-70 % ve srovnani s i.v. podanim (méfeno
hladinou v séru), a to pfi davkovani 1 x za tyden

Pri pfepoctu davky SCIG tak je vhodné davku navysit o cca 35%
Rada studii u MMN a CIDP ukéazala nutnost navyseni davky SCIG o 8-21 %
Ve studii PATH (Schaik et al., Lancet Neurology 2018) zkoumajici efekt udrzovaci

léEby SCIG u CIDP byla testovana davka 0.2 g/kg/tyden a 0.4/kg/tyden . coz
odpovida udrZovaci davce 0,8-1.6 g/kg/mésic IVIG

Ve studii ADVANCE (Hyqvia, CIDP) byla davka pouzita ekvivalentni davka jako pre-
randomizacni davka IVIG (Hyqvia — facilitovany SCIG s hyaluronidazou)
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EAN 2021 - fi

CLINICAL CRITERIA (see table 1)
TYPICAL CIDP DISTAL CIDP MULTIFOCAL/FOCAL CIDP MOTOR CIDP SENSORY CIDP
* Weakness Symmetric in 4 limbs, Predominantly in lower limbs, in 22 limbs in multifocal distribution, Symmetric in 4 limbs, None
Proximal and distal Distal or in only 1 limb (focal) Proximal and distal
* Sensory disturbance in 22 limbs in 22 limbs in distribution affected nerves None Symmetric in 4 limbs
CONSIDER RED FLAGS (clinical and laboratory)
ELECTRODIAGNOSTIC CRITERIA (see tables 2 and 3)
= Motor conduction criteria + + + + Normal motor conduction
« Sensory conduction abnormalities + + + Normal sensory conduction
« Sensory conduction criteria - - = - -
DIAGNO A OR ee table and 6
TYPICAL CIDP DISTAL CIDP MULTIFOCAL/FOCAL CIDP MOTOR CIDP SENSORY CIDP
SENSORY-PREDOMINANT CIDP
« Clinical criteria M e * * *
 Motor conduction criteria in 2 nerves * * in upper lmbs) * ot . A
: * + + Sensory conduction normal in 4 nerves o
« Sensory conduction abnormalities in 2 nerves
MOTOR-PREDOMINANT CIDP
If abnormal sensory conduction in 22 nerves
1‘ POSSIBLE CIDP + 2 SUPPORTIVE CRITERIA (CSF, nerve US/MRI, response to treatment, or nerve biopsy) = CIDP 1
POSSIBLE CIDP SENSORY-PREDOMINANT CIDP
« Clinical criteria * ot * * *
 Motor conduction criteria in 1 nerve i + lin upper imbs) * . 2 . i
« Sensory conduction abnormalities in 2 nerves * * . Sensory conduction normal in & serves hi
MOTOR-PREDOMINANT CIDP
|f abnormal sensory conduction in 22 nerves
POSSIBLE CIDP « Clinical criteria « Clinical criteria Focal: Clinical criteria + Motor conduction « Clinical criteria
Level of diagnostic certainty not upgradable | | * Non-diagnostic motor conduction  Motor conduction criteria in lower limb criteria + Sensory conduction abnormalities in « Sensory conduction criteria
by supportive criteria abnormalities nerves only 1nerve in 1 limb only * Motor conduction normal in 4 nerves
« Objective Treatment Response + 1 other « Sensory conduction abnormalities in 2 nerves
supportive criterion

SPECIAL FEATURES (see PICO question 5)?
if Yes Consider

AUTOIMMUNE NODOPATHY

ANTI-NF140/NF186

motor and sensory, cranial nerve and bulbar involvement,
may lead to quadriplegia and respiratory failure

ANTI-CNTN1 ANTI-CASPR1

motor > sensory, distal > proximal,
ataxia, tremor, nephrotic syndrome

« Antibodies ANTI-NF155

motor > sensory, distal > proximal, neuropathic pain,

motor > sensory, distal > proximal,
cranial nerve il and respiratory failure

ataxia, tremor, mainly young adults

« Typical clinical features

FLOWCHART 1 Diagnostic criteria and categories of CIDP and CIDP variants (PICO 1-4, 6). First assess the pattern of weakness and sensory disturbance to classify the patient into one of the
columns for typical CIDP or CIDP variants. Consider any red flags that may suggest an alternative diagnosis. Then, perform electrodiagnostic testing. The third section brings these together to define
the diagnostic categories. The upper part defines typical CIDP and each variant. The middle part defines a “possible™ level of certainty for each variant, which may potentially be upgraded by two
supportive criteria to a definitive diagnosis. Below the broken line are some categories considered so uncertain that they cannot be more than a “possible” diagnosis. At the bottom, the presence of
certain features should prompt testing for antibodies which if present would define the diagnosis of autoimmune nodopathy, considered a separate disease from CIDP.




Clinical defined Guillain-Barré syndrome
relations between clinical patterns, infections and antibodies

axonal

mild sensory pure motor (18%)

C. jejuni (32%)

Miller Fisher syndrome (3%)

M. pneumoniae
(5%)

severe sensory

2021, 2022 vazba na covid 19

> % : :
sensory-motor (80%) infekci nebyla potvrzena
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Clinical defined Guillain-Barré syndrome
relations between clinical patterns, infections and antibodies

axonal

mild sensory pure motor (18%)

GM1, GM1b, GD1a,
GalNAc-GD1a Ab
(20-30%)

Miller Fisher syndrome (3%)
D\ C.jejuni (32%)

M. pneumoniae
y (5%

GalC Ab (12%)

severe sensory

sensory-motor (80%)
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Rare ,, orphan® diseases

Vzacna nemoc—-EU 5lidiz 10000

475 milionU tj. 6% svetove populace

World Economic Forum. Global Data Access for Solving
Rare Disease A Health Economics Value Framework.
2020:(February). Available from: http://www3.weforum.
org/docs/WEF_Global _Data_Access_for_Solving_Rare_Dis
ease_Report_2020.pdf

Vyjimkou je diabeticka neuropatie
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Siroké spektrum NM chorob

es of neuromuscular disease

> ALS + SMA >
Guillain Barré Sy
CIDP
Charcot Marie Tooth

Nei i‘*i‘i a > Myathenia gravis

Setkani primard Liberec 24.4.2024 Mathis S J Neurol Sci 2018

Myotonic dystrophy ,
Duchenne myopathy, limb
girdle muscular dystrophy
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TREAT-NMD

Neuromuscular Network

www.treat-nmd.eu

'A:.;: g @ Attt o o sedent o s

Workshop report

200th ENMC International Worksho, op “European Reference
Networks: Recommendations and Criteria in the Neuromuscular field”,
18-20 October 2013, Naarden, the Netherlands

9 neuromuskular.center

2 EURO-NMD centra
- Motol University Hospital
- University Hospital Brno

> --- '« European
"' :8 Reference
0.0' Network

for rare or low prevalence
complex diseases

&t Network
Neuromuscular
Diseases (ERN EURO-NMD)

@® Member
Motol University
Hospital — Czechia



Uskali diagnostiky CIDP

1/akutni nastup CIDP — zaména s GBS - recidiva po ukonceni l1éCby

2/paranodopatie — tremor, senzitivni ataxie, rezistence na IVIG a mala
odpoved na steroidy, [éCba rituximabem

3/jiné chronicke ziskané neuropatie motoricke i senzitivni (diabeticka,
MMN, MAG neuropatie, paraproteinemické, POEMS, CANOMAD,
CANVAS)

4/hereditarni neuropatie — CMT, TTR FAP

5/MND — u motorické varianty CIDP

6/ paraneoplastické — senzitivni neuronopatie

Setkani primard Liberec 24.4.2024



Zkusenosti s lécbou CIDP ve FNM

n=42

1/ 1.linle - vybirame mezi steroidy nebo IVIG —
zakladni delka lecby je 6 mésicu — ukonceni dle kliniky

2/steroidy - indukce lecby — IVMP a pak prednison p.o.
vinicialni davce 1.omg/kg/den po dobu 6 tydnu nebo
do max.zlepseni, pak taper pomalu

3/IVIG (rizika pro steroidy nebo steroidy s n.U.nebo
rezistence) zaklad 2.0g/kg, opakujeme po 4 tydnech a
pak udrzovaci davka o.4-1.0g/kg dle kliniky a 4 tydny
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Zkusenosti s lécbou CIDP ve FNM

n=42

4/pokud cytostatika, pak azathioprin v davce dle
TPMT (enzym thiopurin methyltransferaza) aktivity

5/ pokud rezistence na steroidy nebo IVIG, pak vysetrit

IgG4 syndrom (CASPR1 Ab) a podat RTX

6/pokud rezistence na IéCbu 1.linie u paraprotein IgM

+ antiMAG Ab pozitivhich pac., pak RTX

Hodnoceni vzdy v tydnu pred kazdou 3.aplikaci

1/INCAT skoére 3/ RODS

2/MRC sum skore 4/ hand grip + chuze 10m

,Wear off* efekt — subj a obj.hodnoceni, zavislost na IVIG
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CIDP — nodopatie Caspri/CNTN1 - lécba rituximabem

Pred lécbou 24 mésicy po lécbé

Setkani primard Liberec 24.4.2024



Variation in muscle strength (IVIG=>SCIG)

Isokinetic muscle strength Medical Research Council (MRC)
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e Average isokinetic muscle strength was unchanged (P=0.72)

e Average MRC was increased (P=0.02)

Christiansen et al. 2016
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Monitorace lecby CIDP

' INCAT skore

0 No upper limb problems 0

Walking not affected

Symptoms, in 1 arm or both arms, not
affecting ability to perform any of the

. following functions: doing all zippers and -
buttons, washing or brushing hair, using
knife and fork together, handling small
coins

Walking affected, but walks independently
outdoors

Symptoms, in 1 arm or both arms, affecting

Usually uses unilateral support (stick, single

preventing 1 or 2 of functions listed above

2 but not preventing any of functions listed 2 crutch, 1 arm) to walk outdoors
above
3 Symptoms, in 1 arm or both arms, 3 Usually uses bilateral support (sticks,

crutches, frame, 2 arms) to walk outdoors

Symptoms, in 1 arm or both arms,

4 preventing 3 or all of functions listed above, 4 Usually uses wheelchair to travel outdoors,
but some purposeful movements still but able to stand and walk few steps
possible
Inability to use either arm for any purposeful Restricted to wheelchair, unable to stand and

5 y y 5
movement walk a few steps with help

INCAT, inflammatory neuropathy cause and treatment.
Hughes R, et al. Ann Neurol. 2001;50(2):195-201.
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Mezi CIDP nepatri (EAN 2021)

IgM paraproteinémie s anti MAG Ab

Chronicka dysimunitni senzitivni polyradikulitis
(CISP)

Nodo/paranodopatie

Van den Bergh, JPNS 2020, Van den Bergh, JPNS 2021
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Nodo/paranodopatie a CIDP

10% CIDP
specificka skupina imunitneé mediovanych NP
klinicke, EDX —nalezy splni CIDP kritéria EAN 2021

ale
distinktivni fenotyp

nefunguje first line IMT
pozitivita specifickych protilatek — hlavne 1gG4

Kira J 2021, Pascual E 2021, Van den Bergh P 2020+2021, Cortese A 2019, Vural 2018
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EDX kritéria CIDP (EAN 2021)

TABLE 3 ensory nerve conduction criteria

(1) CIDP

e Sensory conduction abnormalities (prolonged distal latency, or
reduced SNAP amplitude, or slowed conduction velocity outside

of normal Iimits

(2) Possible CIDP
e Asin(1)

. ith normal motor nerve conduction studies
needs to fulfil a. or b.:
a. sensory nerve conduction velocity <80% of LLN (for SNAP
amplitude >80% of LLN) or <70% of LLN (for SNAP
amplitude <80% of LLN)3 in at least two nerves (median,
ulnar, radial, sural nerve), or
b. bnormal median or radial sensory nerve
action potential [SNAP] amplitude with normal sural nerve
SNAP amplitude) (excluding carpal tunnel syndrome) 88-7°
Van den Bergh 2021
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Diagnosticky work up EAN 2021

TABLE 5 Investigations to be considered - n — — - -
Additional investigations if indicated in CIDP variants:

Investigations strongly advised in typical CIDP and in CIDP variants: .
Distal CIDP

e Electrodiagnosis including motor and sensory nerve conduction

studies e Anti-MAG antibodies when IgM monoclonal gammopathy present

Multifocal and focal CIDP
Erythrocyte sedimentation rate (ESR)

Serum and urine monoclonal protein detection by
immunofixation

Fasting blood glucose
Antinuclear antibodies (ANA) and antineutrophil cytoplasmic

antibodies (ANCA)
Anti-GM1 IgM antibodies
Motor CIDP

Complete blood count
Renal function
Liver function

nve g or O

CIDP variants: Creatine kinase level

Ultrasound of the brachial plexus and cervical nerve roots in

adult patients Muscle biopsy

Neuromuscular junction evaluation (repetitive stimulation,
antibodies against acetylcholine receptors, MuSK, or presynaptic
voltage-gated calcium channels)

Sensory CIDP

MRI of cervical and lumbosacral nerve roots in adult patients
Cerebrospinal fluid examination including cells and protein

Nerve biopsy

Glycosylated haemoglobin (HbA1c)

IgM paraproteinaemic neuropathy with anti-MAG antibodies
(anti-MAG neuropathy)

Borrelia burgdorferi serology

C reactive protein

Antinuclear antibody antibodies (ANA)
HIV serology
Serum vascular endothelial growth factor (VEGF)

Antiganglioside antibodies

Vitamin B12 and Bé

Paraneoplastic antibody screen

Anti-MAG antibodies (when IgM monoclonal gammopathy present) X X
Somatosensory evoked potentials when nerve conduction

Nodal-paranodal protein antibodies .
studies are normal

Skeletal survey

Chest X-ray Abbreviation: CIDP, chronic inflammatory demyelinating

polyradiculoneuropathy.
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