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  CIDP	
  
	
  

1.  Heterogeneous	
  group	
  of	
  neuropathies	
  	
  

2.  Diagnosis	
  based	
  on	
  clinical	
  and	
  EMG	
  criteria	
  

3.  Response	
  to	
  immune	
  therapy	
  	
  
	
  



CIDP	
  pathogenesis:	
  	
  

Synergis?c	
  interac?on	
  of	
  cell-­‐mediated	
  and	
  
humoral	
  immune	
  responses	
  directed	
  against	
  
incompletely	
  characterized	
  peripheral	
  nerve	
  
an2gens.	
  

Immune-­‐mediated	
  disorder	
  



•  MYELIN GLYCOPROTEINS 
    MAG, PMP 22, P0, P2, PBM, connexin 32 
•  GANGLIOSIDES 
    IgM GM1 MMN; CANOMAD 

  

ANTIBODIES	
  IN	
  CIDP	
  

Mathey et al JNNP 2015 

Autoan(bodies	
  in	
  chronic	
  immune	
  neuropathies	
  



•  An(bodies	
  directed	
  against	
  glycolipids	
  were	
  first	
  detected	
  in	
  the	
  
serum	
  of	
  pa?ents	
  with	
  inflammatory	
  neuropathies	
  nearly	
  20	
  years	
  
ago.	
  	
  

•  A	
  number	
  of	
  dis?nct	
  serological	
  paQerns	
  with	
  variable	
  clinical	
  and	
  
pathological	
  associa?ons	
  have	
  emerged	
  Acute	
  >	
  Chronic.	
  	
  

•  An(-­‐GM1	
  an(bodies	
  are	
  however	
  detected	
  in	
  50%	
  of	
  pa(ents	
  	
  with	
  
mul(focal	
  motor	
  neuropathy	
  (MMN).	
  

•  CANOMAD	
  Chronic Ataxic Neuropathy Ophthalmoplegia M-
protein Agglutination Disialosyl antibodies. 

	
  

Autoan(bodies	
  in	
  chronic	
  immune	
  neuropathies	
  
•  MYELIN GLYCOPROTEINS 
    MAG, PMP 22, P0, P2, PBM, connexin 32 

•  GANGLIOSIDES 
    IgM GM1 MMN; CANOMAD 
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Paranodal	
  an(bodies	
  

Focus	
  on	
  the	
  NODE	
  of	
  RANVIER	
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Clinically	
  Homogeneous	
  Phenotype	
  Features	
  
	
  	
  

–  Older	
  	
  
–  Aggressive	
  neuropathy	
  	
  
–  Predominantly	
  motor	
  
–  Demyelina?ng	
  features,	
  early	
  

axonal	
  damage	
  
–  Poor	
  response	
  to	
  IVIg	
  	
  
–  Response	
  to	
  plasma	
  exchange	
  
–  Par?al	
  response	
  to	
  steroids	
  
–  IgG4	
  isotype	
  an(bodies	
  
	
  

	
  
	
  
	
  
	
  
	
  

Ann	
  Neurol	
  2013	
  

•  Predominantly	
  distal	
  weakness	
  
•  Ataxia	
  
•  Disabling	
  postural	
  and	
  inten?onal	
  

tremor	
  low	
  frequency	
  (3-­‐5	
  Hz)	
  
•  Demyelina?ng	
  features,	
  no	
  early	
  

axonal	
  damage	
  
•  Nor	
  or	
  poor	
  response	
  to	
  IVIg	
  	
  
•  Response	
  to	
  plasma	
  exchange	
  
•  Par?al	
  response	
  to	
  steroids	
  
•  IgG4	
  isotype	
  an(bodies	
  

	
  
	
  
	
  
	
  
	
  
	
  

Neurology	
  2014	
  

NF-­‐155	
  Contac(n-­‐1	
  



Pathogenic	
  role	
  of	
  Contac(n	
  1:	
  	
  
Cell	
  aggrega?on	
  assays	
  indicate	
  that	
  pa?ents	
  autoan?bodies	
  	
  

against	
  CNTN1	
  display	
  func?onal	
  blocking	
  ac?vity	
  	
  

Labasque	
  et	
  al,	
  J	
  Biol	
  Chem	
  2014;289:7907-­‐7918.	
  



J	
  Biol	
  Chem	
  2014	
  

CIDP	
  autoan?bodies	
  against	
  contac?n-­‐1	
  induce	
  paranodal	
  
altera?ons	
  in	
  myelinated	
  DRG	
  neurons	
  in	
  culture.	
  	
  
(DRG	
  neuron/Schwann	
  cell)	
  



Func(onal	
  disrup(on	
  
	
  
IgG4	
  an(bodies	
  



Diseases	
  mediated	
  by	
  IgG4-­‐Ab	
  respond	
  to	
  Rituximab	
  

New	
  Engl	
  J	
  Med	
  2007	
  



IgG4	
  

An(-­‐Contac(n	
  an(bodies	
  
J.	
  Biol	
  Chem	
  2014	
  

An(-­‐NF-­‐155	
  an(bodies	
  
Neurology	
  2014	
  
	
  
	
  



	
  RESPONSE	
  TO	
  RITUXIMAB	
  OF	
  PATIENTS	
  
	
  WITH	
  PARANODAL	
  Ab.	
  RESISTANT	
  TO	
  THERAPY	
  

	
  
	
  

•  RITUXIMAB:	
  Pa?ents	
  received	
  375	
  	
  mgr.	
  x	
  m2	
  once	
  weekly	
  for	
  4	
  weeks	
  
followed	
  by	
  1	
  dose	
  per	
  month	
  for	
  two	
  addi?onal	
  doses.	
  	
  

•  SCALES:	
  
•  Overall	
  neuropathy	
  limita?ons	
  scale	
  (ONLS)	
  Range:	
  0=	
  normal	
  to	
  12=	
  

maximum	
  disability	
  

•  Rasch-­‐built	
  overall	
  disability	
  scale	
  (R-­‐ODS)	
  Range:	
  0=	
  maximum	
  
disability	
  to	
  48=	
  normal	
  

•  ANTIBODY	
  SAMPLES:	
  Blood	
  sampling	
  were	
  collected	
  prospec?vely	
  every	
  
three	
  months	
  during	
  the	
  first	
  year	
  and	
  every	
  six	
  months	
  thereager.	
  	
  



Key	
  messages	
  	
  

•  The	
  node	
  of	
  Ranvier	
  emerges	
  as	
  a	
  target	
  of	
  the	
  immune	
  
response	
  in	
  chronic	
  immune	
  neuropathies.	
  

•  Future	
  studies	
  will	
  likely	
  iden?fy	
  addi?onal	
  novel	
  targets	
  
demonstra?ng	
  the	
  clinical	
  and	
  immunological	
  
heterogeneity	
  of	
  CIDP	
  (?	
  each	
  target	
  represen?ng	
  a	
  small	
  
group).	
  

•  IgG4	
  an?bodies	
  against	
  Contac?n-­‐1	
  or	
  NF-­‐155	
  have	
  direct	
  
clinical	
  and	
  therapeu?c	
  value.	
  Rituximab	
  treatment	
  is	
  an	
  
op?on	
  for	
  pa?ents	
  resistant	
  to	
  conven?onal	
  therapies.	
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