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Å MAG 

AUTOANTIBODIES Å Gangliosides 

Å Nodo/Paranodal 

Å Passive transfer of disease 

MODELS 

Å IgG/IgM deposition 

Å Complement PATHOLOGY 

Å FcgRIIb polymorphisms 
Å HLA class II GENETICS 

Å IVIG 

Å Plasma Exchange 
RESPONSE TO 

THERAPY 

WHY AUTOANTIBODIES? 
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GUILLAIN BARRE 
SYNDROME 

AND VARIANTS 
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Van den Berg et al 2014 

 

 

 
 

  
 

PRECEDING INFECTIONS 

 
 

CLASSICAL RECENT 

 r Campylobacter ʳ Hepatitis E 

 r CMV  rZika 

 r Mycoplasma ʳ Immune-checkpoint inhibitors 

 r Haemophilus 

 r Surgery 
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THE ATAXIC VARIANTS 
Fisher Syndrome 

Acute Ataxic Neuropathy 



30.06.2019 

12 

 

 

1993: antiGQ1b in Bickerstaff 

Miller-Fisher 1992: 

ENCEFALITIS DE BICKERSTAFF 

Historia 

Fisher-Bickerstaff syndrome 

 
 

 

 

Good prognosis 

No sequelae 

1957: 8 patients 1951: 3 patients 

BICKERSTAFF ENCEPHALITIS 

Ataxia 

Ophtalmoplejia 

Consciousness 

Ataxia 

Ophtalmoplejia 

Consciousness 
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ACUTE ATAXIC 

NEUROPATHY 
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TECHNICAL COMMENTS 
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FUTURE 
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CHRONIC 
NEUROPATHIES 
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MULTIFOCAL MOTOR NEUROPATHY 

ANTI-GM1 IgM 
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MGUSP 
ANTI-MAG /  CANOMAD /  SULFATIDES 
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SULFATIDES GD1b CIDP 

Axonal Demyelinating 

MAG- MAG+ 

Monoclonal IgM Neuropathies 



30.06.2019 

26 

 

 

 
 

 

 
 

   

 

ANTI-MAG + 
MGUS-P 

% % % 

% 

3 

IgA 
57 

IgG 
40 

IgM 

30 

MGUS 
CIDP 
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ANTI-MAG 
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CANOMAD 
CHRONIC  ATAXIC NEUROPATHY 

Disialosyl Antibodies 
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CIDP 
A SYNDROME WITH MANY FACESé 
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Querol et al, Nat Rev Neurol 2017 
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Control CIDP 
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CONTACTIN-1 
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CONTACTIN-1 PATIENTS 

 ð Older 

 r 2 year old kid recently detected (Carrera-Garcia et al, Neurol NeuroImmunol Neuroinflammat in 

press) 

ð Aggressive neuropathy - GBS misdiagnosis 

 ð Predominantly motor 

 r Very ataxic forms 

ð Demyelinating features, early axonal damage 

ð Poor response to IVIg 

ð Response to plasma exchange 

ð Partial response to steroids 

ð IgG4 isotype antibodies 
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CONTACTIN-1 

 

 

 
 

   
CIDP autoantibodies against contactin-1 induce paranodal 

alterations in myelinated DRG neurons in culture. 

(DRG neuron/Schwann cell) 

 

 

 
 

J Biol Chem 2014 
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Koike et al, JNNP 2017 
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Functional disruption 
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CNTN1 + Seronegative CIDP General population  

20% 

 
10% 

 
0% 

28,8 % general population  r

40% 

 
30% 

 r 35,3 % seronegative CIDP 

patients  
50% DRB1*11- 

DRB1*11+ 

80% 

70% ʳ 53,3 % CNTN1+ patients  

60% 

DRB1*11 (DR11): 

100% 

 
90% 

HLA ASSOCIATION 
 

 

 

 

 
 

 

 
 

 

 

 
 

 
Odds ratio  95% CI 

 

CNTN1 vs CIDP 
 

2.09 
 

0.65 to 6.72  

CNTN1 vs 

Population 

 

3.3  
 

1.14 to 9.56  

 

       

    

    

    

    

     

    

 
     

    

    

 

 

 

NEUROFASCIN 155 
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ANTI-NF155 CLINICAL FEATURES 

 

 
 r DADS phenotype 

 r Ataxia 

 r Slow, prominent tremor (3-6Hz) 

 r Demyelinating EMG 

 r Poor response to IVIg (some may respond well to steroids) 

 r Response to Plasma Exchange. 

 r IgG4 antibodies 
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CNTN1/CASPR1 
COMPLEX 
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IgG subclass IgG4 NA IgG4 NA NA IgG4 IgG4 IgG4 

 

Teased-nerve IHC Paranodes NA 
Paranode 

NA NA Paranodes Paranodes Paranodes 
s 

CNTN1/CASPR1 COMPLEX PATIENTS 

   

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

         

         

         

         

         

         

CBA Patient 1 Patient 2 Patient 3 Patient 4 Patient 5 Patient 6 Patient 7 Patient 8 

CNTN1 Negative Negative Negative Negative Negative Negative Negative Negative 

Caspr1 Negative Positive Positive Positive Positive Negative Negative Positive 

CNTN1/Caspr1 Positive Positive Positive Positive Positive Positive Positive Positive 
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CNTN1/CASPR1 COMPLEX PATIENTS 

ASCT: Autologous stem-cell transplantation; CMAPs: Compound Muscle Action Potential; IVIG: 

Intravenous Immunoglobulin; NA: Not Available; NR: No Response; SNAP: sensory nerve action potential 

  

CNTN1/CASPR1 COMPLEX PATIENTS 

 
Clinical features 

 

Sex 

Age 

5 male; 3 females 

40-75 

Onset 3 acute; 3 subacute; 2 chronic 

Initial diagnosis GBS 5; CIDP 3 

CIDP category Typical 7; DADS 1 

Median mRs 

(blood sampling) 
4 

First symptoms Pain 2; Sensory-motor 6 

Weakness and 

sensory 

Symmetric 6; Asymmetric 2 

Proximal and distal weakness 6; distal 2 

Altered sensation in all limbs 8 

Tremor 5 

Ataxia 5 

Cranial nerves Ophthalmoparesis 2; facial weakness 1 

Pain 4 

Nephropathy Nephrotic syndrome 1; Mild proteinuria 1 

 

 

 

 

 

 

 

Neurophysiological studies 

EFNS/PNS definite diagnostic criteria for 

CIDP 
8 

Demielinating 8 

Acute denervation 4 

Investigations 

CSF Protein levels Elevated 7; NA 1 

MRI lumbar roots Nerve roo t enhancement 3; NA 5 

Nerve biopsy Moderate 

6 

axonal loss, rare inflammatory cells 2; NA 

Treatment Response No response Partial Good Not done 

IVIG  2  6 0 0 

Steroids  3  3 1 1 

Plasma Exchange  2  3 0 3 

Rituximab  0  2 5 1 

Cyclophosphamide  2  0 0 6 

ASCT  0  1 0 7 



30.06.2019 

50 

 

 

 
 

 

 
 

   

 

 

NODAL  NEUROFASCIN 
NF140/NF186 

PAN-NEUROFASCIN 
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NERVE IHC IN NF140/NF186 ANTIBODIES 
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CONTROVERSIAL 
ISSUES 
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OTHER 
AUTOANTIBODIES 

GM1 

MAG 

CRMP5 
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