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Neuropatie Immunomediate

• Classificazione e clinica

• Varianti di malattia e criteri diagnostici

• Forme «atipiche»

• Trattamento

• Forme «refrattarie»



Classification

• Acute

 Guillain Barrè syndrome (GBS) & variants

• Chronic

 Chronic inflammatory demyelinating polyneuropathy (CIDP) & variants

 Multifocal Motor Neuropathy (MMN)

 Neuropathies associated with monoclonal gammopathies

 Paraneoplastic neuropathies

 Vasculitic neuropathies & neuropathies associated with systemic

autoimmune disorders (AR, LES, Sjogren etc.) 



Dr. Guillain, G.

“ In 1916, Guillain, Barrè and Strohl described a previously 

unrecognized type of polyneuritis characterized by definite 

changes in the cerebrospinal fluid. The essential of the 

disease were widespread flaccid paralysis, loss of tendon 

reflexes, preservation of cutaneous reflexes, conservation 

of idiomuscular contraction on percussion, minimal changes in 

the electrical reactions of the muscle and nerves, muscle 

tenderness, paresthesias with little disturbances of 

objective sensibility and, most specifically, increase in the 

protein content of the CSF which was not accompanied by a 

proportionate degree of pleocytosis ”.

From: 

The Guillain-Barrè syndrome: polyradiculoneuritis with 
albuminocytologic dissociation

De Jong R.N.

Archives of Neurology and Psychiatry, 44: 1044-1068, 1940

Guillain-Barrè Syndrome (GBS)

Preceding Infection (1-2 weeks) 

Progression: less then 4 weeks



van Doorn PA et al., Lancet Neurol 2008;7: 939-950





Variants
o Acute Inflammatory Demyelinating Polyneuropathy (AIDP)

o Acute Motor Axonal Neuropathy (AMAN)

o Acute Motor Sensory Axonal Neuropathy (AMSAN)

o Acute pandysautonomia

o Subacute Inflammatory Demyelinating Polyneuropathy

 Progression continues for 4-10 weeks  CIDP with acute onset

o Miller Fisher syndrome (ataxia, areflexia, ophthalmoplegia)





Se pazienti precedentemente diagnosticati come GBS hanno tre o più 

ricadute cliniche entro otto settimane dall’esordio della malattia.

Circa il 10% dei pazienti affetti da GBS che sono stati trattati con 

IVIg o con plasmaferesi peggiorano dopo un iniziale miglioramento 

o stabilizzazione clinica

Treatment-related fluctuation

A-CIDP 



GBS «classica» e forme «localizzate»

Wakerley R, Uncini A. Nat Rev. Neurol. 2014



International GBS Outcome Study (IGOS)
A prospective INC study on clinical and biological predictors of disease course and 

outcome in GBS
Erasmus GBS Outcome Scale 

(EGOS), sum of scores of 3 
clinical features:

 Age
- 0    if <40 years
- 0.5 if 40-60 years
- 1    if >60 years

 Preceding diarrhoea 
- 0    if absent
- 1    if present

 GBS dis. score at 2 weeks
- 1    if GBS score is 0 or 1
- 2    if GBS score is 2     
- 3    if GBS score is 3  
- 4    if GBS score is 4     
- 5    if GBS score is 5 1 2 3 4 5 6 7
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van Koningsveld R et al, Lancet Neurol 2007

Slide: courtesy of Prof. E. Nobile Orazio 



Fulfills clinical criteria

NCS and CSF exam

Abnormal: Diagnosis confirmed

Monitor bulbar function, BP, VC q 4-6 hr

Asses clinical severity

Walks unassisted Walks with support or bedbound Mechanical ventilation

Conservative management

Normal: Repeat in one week

Consider other diagnostic possibilities

VC<12-15 ml/Kg

Symptoms <14 days

IV immunoglobulin Plasma exchange

Decision-making pathway in the management of GBS. Bosh E.P. and Smith B.E., Disorders of 
Peripheral Nerves, in Neurology in Clinical Practice, eds Bradley W.G. et al, 2000

a b

No progression



ECULIZUMAB and GBS



ECULIZUMAB and GBS

Inhibition of Complement in Guillain–Barrè 

Syndrome: The ICA-GBS Study

Davidson AI et al. J Peripher Nerv Syst. 2016 

2 Trials (Inglese/Giapponese)



ECULIZUMAB and GBS

Pazienti e metodi

Entro 2 settimane da esordio dei sintomi
GBS disability scale ≥ 3

IVIg 2g/Kg + Eculizumab 900 mg (week 1,2,3,4)
vs

IVIg 2g/Kg + Placebo

(1° somministrazione almeno 1h dopo inizio IVIg)

Endpoint: miglioramento > 1 GBS disability scale a 4 sett
tollerabilità

Davidson et al. JPNS 2016



ECULIZUMAB and GBS

28 pz pre-screening
20 non arruolati 

8 esclusi per scarsa compliance o precedenti infezioni
12: non hanno firmato consenso  

5 ricevuto Eculizumab
2/5 non hanno completato lo schema terapeutico, 
uno per sepsi/decesso e l’altro per infez. vie respiratorie

Risultati

2 pz placebo
2 pz Eculizumab Migliorati ≥ 1 GBS-DS

Trial Inglese

Davidson et al. JPNS 2016



ECULIZUMAB and GBS

23 Eculizumab
11 placebo

Pz in grado di deambulare 
autonomamente a 4 settimane 
- 61% in Eculizumab
- 45% in placebo

Pazienti

in tutti i pz in Eculizumab

Risultati

Effetti collaterali

No analisi statistica

Misawa et al. Lancet Neurol 2018



ECULIZUMAB and GBS
Perplessità

 Ciprofloxacina 400 mg x os/500 mg ev /sett x 8-10 sett

(profilassi x meningococco)

 Mancato consenso da parte del pz

 Eventi avversi infettivi importanti 

 Risultati insoddisfacenti  (placebo = Eculizumab nel primo   studio
no significatività nel secondo)

 Eculizumab attivo solo AMAN (gangliosidi ++)?

 3% Giapponesi hanno mutazione C5, resistenti all’Eculizumab



Classification

• Acute

 Guillain Barrè syndrome (GBS) & variants

• Chronic

 Chronic inflammatory demyelinating polyneuropathy (CIDP) & variants

 Multifocal Motor Neuropathy (MMN)

 Neuropathies associated with monoclonal gammopathies

 Paraneoplastic neuropathies

 Vasculitic neuropathies & neuropathies associated with systemic

autoimmune disorders (AR, LES, Sjogren etc.) 



Chronic Inflammatory Demyelinating Neuropathy: Typical 



• Elevated CSF protein with leukocyte count <10/mm3 (level A recommendation)

• MRI showing gadolinium enhancement and/or hypertrophy of the cauda equina, lumbosacral or 

cervical nerve roots, or the brachial or lumbosacral plexuses (level C recommendation)

• Abnormal sensory electrophysiology in at least one nerve (good practice points):

• Normal sural with abnormal median (excluding median neuropathy at the wrist from carpal 

tunnel syndrome) or radial sensory nerve action potential (SNAP) amplitudes; or Conduction 

velocity <80% of lower limit of normal (<70% if SNAP amplitude <80% of lower limit of normal); 

or Delayed somatosensory evoked potentials without central nervous system disease

• Objective clinical improvement following immunomodulatory treatment (level A 

recommendation)

• Nerve biopsy showing unequivocal evidence of demyelination and/or remyelination by electron 

microscopy or teased fibre analysis (good practice point)

Chronic Inflammatory Demyelinating Neuropathy: Typical 



CIDP: TYPICAL

Toluidine blue

Teased fibers

Immunohistochemistry



• Predominantly distal (distal acquired demyelinating symmetric, DADS) 

• Asymmetric [multifocal acquired demyelinating sensory and motor 

neuropathy (MADSAM), Lewis Sumner syndrome]

• Focal (e.g., involvement of the brachial or lumbosacral plexus or of one or 

more peripheral nerves in one upper or lower limb)

• Pure motor (Sabatelli et al., J Neurol 2001) 

• Pure sensory (Oh et al., JNNP 1992) (including chronic immune sensory 

polyradiculopathy affecting the central process of the primary sensory 

neuron)

Chronic Inflammatory Demyelinating Neuropathy: atypical 



CIDP: LEWIS SUMNER VARIANT

Toluidine blue



CIDP: LEWIS SUMNER VARIANT



JOURNAL OF NEUROLOGY, NEUROSURGERY AND PSYCHIATRY, 2018



Donedddu et al, 2018

• 460 patients included in a database of Italian CIDP patients 

• 376 (82%) patients had a diagnosis of typical CIDP while 84 (18%) had atypical CIDP

 34 (7%) with distal acquired demyelinating symmetric neuropathy (DADS)

 17 (4%) with purely motor

 17 (4%) with Lewis-Sumner syndrome (LSS)

 16 (3.5%) with purely sensory CIDP

• 180 (39%) patients had an initial diagnosis compatible with atypical CIDP that in 96 

(53%) patients evolved to typical CIDP

• Mean disease duration was longer in patients evolving to typical CIDP than in those 

not evolving (p=0.0016)

• DADS and LSS:less frequent response to immunoglobulin than those with typical 

CIDP,

• Purely motor and sensory CIDP: a similar treatment response. 

Conclusions 

The proportion of patients with atypical CIDP varies 

during the disease course. DADS and LSS have a less 

frequent response to intravenous immunoglobulin 

compared to typical CIDP, raising the possibility of a 

different underlying pathogenetic mechanism. 



Donedddu et al, 2018
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1 Flacone 10 ml = 1.6 gr

Non più di 20 ml x sito

Vantaggi rispetto IVIg

• Trattamento di dimostrata eguale efficacia  Koller H, J neurol 2006

• Evita le ricadute cliniche Lee DH, Muscle Nerve 2008

• Riduce ospedalizzazione con riduzione costi Lee DH, Muscle Nerve 2008

• Riduzione rischio di eventi avversi maggiori Eftimov F, JPNS 2009

• Migliora qualità della vita del paziente Lee DH, Muscle Nerve 2008

ScIg (Immunoglobuline s.c)

Si ringrazia: Dr.ssa Benedetti



mAb Meccanismo

D’azione

Indicazioni Tipo PN Razionale Dosaggio

Rituximab Anti-CD20 NHL

AR

Anti-MAG

MMN

CIDP

Ab mediata

Ab mediata

?

375 

mg/m2/sett x 

4 sett

1000mg/sett

x 2 sett

Alemtuzumab Anti-CD52 B-LLC CIDP +++ T 

attivati

30 mg/die x 5 

gg e.v

Eculizumab Anti-C5 MMN

GBS

Ab anti-GM1

Azione 

complemento 

mediata

600mg/sett x 

4 sett

Immunomodulanti di nuova generazione  (Ab monoclonali)
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Conclusioni

• Classificazione e clinica

• Varianti di malattia e criteri diagnostici

• Forme «atipiche»

• Trattamento

• Forme «refrattarie»
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