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Autoimmune septin-5 cerebellar ataxia

Objective To report a form of autoimmune cerebellar ataxia in which antibodies target septin-S, a guanosine
triphosphate (GTP)-binding neural protein involved in neurotransmitter exocytosis.

Methods Archived sera and CSF specimens with unclassified synaptic antibodies were re-evaluated by tissue-
based indirect immunofluorescence assay. Autoantigens were identified by Western blot and mass spectrometry.
Recombinant protein assays (Western blot, cell-based, and protein screening array) confirmed antigen
specificity.

Results Serum and CSF from 6 patients produced identical synaptic immunoglobulin G (IgG) staining
patterns of synaptic regions (neuropil) of the mouse cerebrum and cerebellum. The molecular layer of the
cerebellum and the thalamus demonstrated stronger immunoreactivity than the midbrain, hippocampus, cortex,
and basal ganglia. The antigen revealed by mass spectrometry analysis of immunoprecipitated cerebellar
proteins and confirmed by recombinant protein assays was septin-S. All 4 patients with records available had
subacute onset of cerebellar ataxia with prominent eye movement symptoms (oscillopsia or vertigo). None had
cancer detected. Improvements occurred after immunotherapies (2) or spontaneously (1). One patient died.

Conclusion Septin-S IgG represents a biomarker for a potentially fatal but treatable autoimmune ataxia.
NPub.org/N2/9204a

Cladribine tablets added to IFN- in active relapsing MS: The ONWARD study

Objective To evaluate the safety and efficacy of cladribine tablets in patients still experiencing active relapsing
multiple sclerosis (MS) despite interferon (IFN)-p treatment.

Methods This was a 96-week phase II study, randomizing patients treated with IFN-B to cladribine tablets
3.5 mg/kg/IEN-p or placebo/IFN-f. Patients were to receive cladribine tablets 3.5 mg/kg/IFN-p or placebo/
IFN- in a 2:1 ratio (n = 172) with safety and exploratory efficacy outcomes being assessed.

Results Adverse events (AEs) and serious AEs were similar across treatment groups, except lymphopenia.
Fifty of 124 (40.3%) cladribine/IFN-p recipients vs 0% of placebo/IFN-p recipients reported lymphopenia as an
AE, with grade 3/4 lymphopenia (laboratory lymphocyte count <500 cells/mm?) experienced by 79/124
(63.7%) vs 1 (2.1%), respectively. Patients treated with cladribine tablets 3.5 mg/kg/IFN-B were 63% less likely
to have a qualifying relapse than placebo/IFN-p recipients, and cladribine tablets 3.5 mg/kg/IFN-B reduced
most MRI measures of disease activity.

Conclusions In patients with active relapsing MS despite IFN-f treatment, cladribine tablets 3.5 mg/kg/
IFN-B reduced relapses and MRI lesion activity over 96 weeks compared with placebo/IFN-p but led to an
increased incidence of lymphopenia.

Classification of evidence This study provides Class I evidence that for patients with active relapsing MS
despite IFN-p treatment, cladribine tablets added to IFN-P reduced relapses and MRI lesion activity over 96
weeks and increased the incidence of lymphopenia.

NPub.org/N2/9204b

Copyright © 2019 American Academy of Neurology

Neurology.org/NN

O

Most-Read Articles
As of October 11, 2018

Autoimmune septin-$
cerebellar ataxia

Honorat JA, Sebastian Lopez-
Chiriboga A, Kryzer TJ, et al. 2018;
5:e474. doi.org/10.1212/
NXI1.0000000000000474

Characteristics of optic
neuropathy in Behget
disease

Akdal G, Toydemir HE, Saatci AO,
et al. 2018;3:e490. doi.org/
10.1212/NX1.0000000000000490

Cladribine tablets added to
IFN- in active relapsing
MS

Montalban X, Leist TP, Cohen BA,
et al. 2018;5:e477 doi.org/
10.1212/NX1.0000000000000477

Lipoic acid in secondary
progressive MS: A
randomized controlled
pilot trial

R. Spain, K. Powers, C. Murchison,
et al. 2017;4:e374. doi.org/
10.1212/NX1.0000000000000374

Molecular signature of
Epstein-Barr virus infection
in MS brain lesions

Moreno MA, Or-Geva N, Aftab BT,
et al. 2018;4:e466. doi.org/
10.1212/NX1.0000000000000466


http://NPub.org/N2/9204a
http://NPub.org/N2/9204b
http://neurology.org/nn
https://doi.org/10.1212/NXI.0000000000000474
https://doi.org/10.1212/NXI.0000000000000474
https://doi.org/10.1212/NXI.0000000000000490
https://doi.org/10.1212/NXI.0000000000000490
https://doi.org/10.1212/NXI.0000000000000477
https://doi.org/10.1212/NXI.0000000000000477
https://doi.org/10.1212/NXI.0000000000000374
https://doi.org/10.1212/NXI.0000000000000374
https://doi.org/10.1212/NXI.0000000000000466
https://doi.org/10.1212/NXI.0000000000000466

Neurology

What's happening in Neurology® Neuroimmunology & Neuroinflammation
Neurology 2019;92;173
DOI 10.1212/WNL.0000000000006824

Thisinformation iscurrent as of January 21, 2019

Updated Information & including high resolution figures, can be found at:
Services http://n.neurol ogy.org/content/92/4/173.full
Permissions & Licensing Information about reproducing this article in parts (figures,tables) or in

its entirety can be found online at:
http://www.neurol ogy.org/about/about_the_journal#permissions

Reprints Information about ordering reprints can be found online:
http://n.neurology.org/subscribers/advertise

Neurology ® isthe official journal of the American Academy of Neurology. Published continuously since
1951, it isnow aweekly with 48 issues per year. Copyright © 2019 American Academy of Neurology. All
rights reserved. Print ISSN: 0028-3878. Online ISSN: 1526-632X.

AMERICAN ACADEMY OF

NEUROLOGY.



http://n.neurology.org/content/92/4/173.full
http://www.neurology.org/about/about_the_journal#permissions
http://n.neurology.org/subscribers/advertise

