IgLONS parasomnia

A novel non-rapid-eye movement and rapid-eye-movement 3@ x ®
parasomnia with sleep breathing disorder associated with
antibodies to IgLONS: a case series, characterisation of the

antigen, and post-mortem study
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Summary
Background Autoimmunity might be associated with or implicated in sleep and neurodegenerative disorders. We LoncetNewd 2014;13:575-86
aimed to describe the features of a novel neurological syndrome associated with prominent sleep dysfunction and  rusiished Online

antibodies to a neuronal antigen. April 3 2014
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IgLONS parasomnia

O A novel sleep disorder involving both nREM and REM sleep

O Obstructive sleep apnea / vocal cord palsy

O Other neurological symptoms (dysphagia, chorea, dysautonomia)

O Antibodies against a neuronal surface antigen (IgLONS)

O Neuronal loss and tau protein deposits in brainstem and hypothalamus
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Clinical features (n = 8 patients)

Five women and three men.
Median age at disease onset: 59 years [range 52—76]
All 8 had abnormal sleep movements and behaviors with obstructive sleep apnea
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Two clinical presentations

Chronic: n =6 Subacute: n =2
Median disease duration: 5 years Disease duration: 2 and 6 months
Presenting and major symptom: Presenting and major symptom:
* Sleep disorder: 4 +  Gait instability / falls: 2
« Gait instability / falls: 2 Associated symptoms:
Associated symptoms: . Sleep disorder: 2
*  Bulbar symptoms: 6 «  Bulbar symptoms: 2
Dysautonomia: 6 « Central hypoventilation: 2
Chorea: 4

Central hypoventilation: 2
Cognitive impairment: 1
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Clinical features of the sleep disorder

Patients reported restless sleep and diurnal fatigue

No reported insomnia or abnormal circadian pattern

Bed partners reported abnormal movements and dream-enacting behaviors
Patients did not recall nightmares

Bed partners noticed an abnormal respiratory noise in sleep
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Bed partners witnessed apneic events
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Ancillary studies

Brain MR LTFORETHEEERDT
DAT-SPECT w

e fIXMRI
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(hypocretin levels and known antibodies)

HLA typing (in 4 of 4 patients): DQB1*0501 and DRB1*1001 alleles

(1.5% in the Spanish population)
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Video-polysomnography
» Normal occipital alpha rhythm during wakefulness
> Total sleep time and sleep efficiency were slightly reduced

» NREM and REM sleep are characterized by abnormal sleep
architecture plus abnormal motor activation

» Obstructive sleep apnea and mild stridor
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Poorly structured Non REM sleep
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Poorly structured N2 sleep

Vocalizations: Simple (e.g, whispering, groaning) or complex (e.g, talking, laughing, crying)

Movements: Simple (e.g, limb raising, punching), or finalistic (e.g, eating, manipulation of objects)
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Diffuse delta activity mixed with sleep spindles
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REM sleep behavior disorder
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Treatment and outcome
Treatment

All patients had immunotherapy ( IV steroids, cyclophosphamide, IVIg, rituximab)

No striking improvement was seen
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2 during wakefulness
Outcome o 5 at home suddenly === 2 during sleep

Death: 6 patients e 1GU 1 Unknown
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New neuropathologic findings

: - Slow progression (59 yrs male, duration 6 yrs)
In 2 patients {— Subacute progression (76 yrs female, duration 6 months)

Neuronal loss and tau deposits seen only in neurons
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 Tegmentum of the brainstem 0 " v ‘t«: Vir ?, _ i, !
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- Magnocellular nucleus alrai e e ~OP b‘ L
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Basis Pontis
No other abnormal protein deposits (e.g beta-amyloid or alpha-synuclein)

No inflammatory infiltrates
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IgLONS parasomnia

O A novel sleep disorder involving both nREM and REM sleep

O Obstructive sleep apnea / vocal cord palsy

O Other neurological symptoms (dysphagia, chorea, dysautonomia)

O Antibodies against a neuronal surface antigen (IgLONS)

O Neuronal loss and tau protein deposits in brainstem and hypothalamus
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e Inflammatory autoimmune demyelinating disease of CNS
(relapsing-remitting / chronic progressive)
* Multiple symtoms and signs (motor, sensitive, visual, etc)
* Sleep symptoms
RBD
Narcoleptic phenotype

Multiple sclerosis
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RBD in MS is related to

pontine demyelinating plaques
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Case report

Remitting REM sleep behavior disorder as the initial sign of
multiple sclerosis

Giuseppe Plaz=i™,

Pasquale MNMontagno

Formtise of Clinieal Mewss o gy, Universioe of Bologao, Bol g, Pl
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REM sleep hehavior disorder initiated by
acute brainstom multiple selerosis

Muaja Tippmann-Petkert, MDY Bradley F. Boeve, MIV; and
B. Mark Keegan, MD

REM aleep behavior discrder (RBEDD ie defined by lose of normal
skeletal musele atonia during REM sleep, resulting in excessive,
often violent motor activity, frequently associated with dreaming.?

ERD ig typically a chronie disorder ceewrring idiopathically or
accompanying neurologic diseage, particularly the neurod egenera-
tive eynucleinopathies of Parkinson disease, multiple-systam atro-
phy. and dementia with Lewy bodies® Acute RBD may be
asacciated with aleohol and parchoactive substance intoxication or
withdrawal and etruetural brain lesions. The anatomie lesion ite
and time course of acute RBD are not well known, We report RED
arising following a severe attack of doreal pontine demyelination
from multiple seleromia (MS)

April (2 of I) 2008 MNEURCLOGY 86 1277

Plazzi G, et al.

Remitting REM sleep behavior
disorder as the initial sign of
multiple sclerosis.

Sleep Med 2002;3:437-439

Tippmann-Peikert M, et al.
REM sleep behavior disorder
initiated by acute brainstem
multiple sclerosis.

Neurology 2006,66:1277-1279
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RBD in MS is related to
pontine demyelinating plaques

Prevalence of restless legs syndrome and REM sleep

behavior disorder in multiple sclerosis 2 SR TE L REClIIAE D 5E
M| Gomez-Choco, A Iranzo, Y Blanco, F Graus, | Santamaria and A Saiz fﬁ ?Z'C“RBD’E%EL:)%)

SHORT REPORT Multiple Sclerosis 2007; 13: 805-808
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Resemblances between
narcolepsy and multiple sclerosis

Autoimmune basis is suspected

Associated with HLA DR2
Affect young people
 Hypersomnia is common (not cataplexy)
* A few reported cases having both conditions
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Reversible MS ATTACK

ACUTE EDS, NO CATAPLEXY

Secondary narcolepsy

in multiple sclerosis MSLT: SL 3/5 SOREMP

PNt 0t MRI: HYPOTHALAMIC DAMAGE
S CSF HYPOCRETIN UNDETECTABLE

Takahiroe hMezaki
Jun Matsubayashs STEROIDS
Elankﬁl:-;fngak;.nﬁ
Masaru Matsua
Frirochl Shibasslks
EDS RESOLUTION
Low CSF hypocretin-1/
orexin-A associated with NORMAL MSLT

RIS IS NORMAL MRI
rtlerosie TRl CSF HYPOCRETIN 211 pg/mL
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RESEARCH PAPER

Aultiple Sclerosis 2008; 14: 734-738

Normal levels of cerebrospinal fluid hypocretin-1 and
daytime sleepiness during attacks of relapsing-remitting
multiple sclerosis and monosymptomatic optic neuritis

5 Knudsen', P lennum?, K Korsholr?®, 5P Shelkh®, § Cammeltoft® and L Fredenksen®
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Mean lewvels of hort-1 {p?:?mlj in the cerebrospinal
remission group (K. A

level of 200 pgfmil or more is nonmmal.

T In MS patients without EDS

and no lesions in the
hypothalamus, CSF

during the

hypocretin is normal both

attack and

remission
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Conclusions of REM sleep disorders in MS

* Secondary RBD occurs in MS patients with demyelinating
plaques in the pontine tegmentum

* Secondary narcolepsy occurs in patients with demyelinating

plaques in the hypothalamus
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