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Table 1 The various clinical presentations of anti-IgLON5 disease.

Sleep disorders sleep-related vocalizations, limb movement and behavior during sleep, sleep apneas, snoring, stridor,
sleep fragmentation, insomnia, excessive daytime sleepiness

Gait instability ataxic gait, postural instability, tendency to fall

Bulbar symptoms dysphagia, dysarthria, sialorrhea, laryngeal stridor, laryngospasm, central hypoventilation

Abnormal eye movements supranuclear vertical gaze palsy, nystagmus, abnormal saccades, abnormal pursuit

Movement disorders chorea, tremor, myoclonus, oromandibular and limb dystonia, facial spasm, mild parkinsonism, akathisia

Dysautonomia excessive sweating/anhidrosis, constipation, dysuria, sexual dysfunction, orthostatic hypotension,
tachycardia/bradycardia

Cognitive impairments attention disorder, episodic memory disorder, executive dysfunction, dysinhibition, apraxia

Psychiatric disorders delirium, apathy, hallucinations, anxiety, depression

Peripheral nervous system cramp, limb stiffness, exaggerated startle response, fasciculations

hyperexcitability

Table 2 Eight clinical subtypes of anti-IgLON5 disease.

Subtype

Differential diagnosis

Predominant sleep disorder
Bulbar syndrome
PSP-like syndrome

Cognitive impairment, often with chorea

G W

Peripheral nerve system manifestations (reminiscent of motor
neuron disease or peripheral nerve hyperexcitability)

o

Cerebellar syndrome with tremor
CBS
Bulbar-type MND mimics

Conventional NREM parasomnia, OSAS, iRBD, MSA, CJD
MND, SBMA

PSP, CBD, CJD, hereditary neurodegenerative diseases
HD, DRPLA, AD

MND, stiff-person syndrome, metabolic disease, peripheral neuropathy,
muscle disease

MSA, SCAs, IDCA, autoimmune cerebellar ataxia
CBD, PSP, AD, FTLD, CJD, hereditary neurodegenerative diseases
MND, SBMA

NREM, non-rapid eye movement; OSAS, obstructive sleep apnea syndrome; iRBD; idiopathic rapid eye movement disorder; MSA; multiple
system atrophy; MND, motor neuron disease; SBMA, spinal bulbar muscular atrophy; PSP, progressive supranuclear palsy; CBD, corticobasal
degeneration; CJD, Creutzfeldt-Jakob disease; HD, Huntington’s disease; DRPLA, dentatorubural pallidoluysian atrophy, AD, Alzheimer’s
disease; SCAs, spinocerebellar ataxias, IDCA, idiopathic cerebellar ataxia; CBS, corticobasal syndrome; FTLD, frontotemporal lobar

degeneration.

BFh= 2 — O 9% mimics® 23RiE S, BIE, AL b 8
TS ENTWb (Table 2).
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(2 CRER M0 & H O IRIZEE S 2 7%, HEARFRERIAEE
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Fig. 1 Anti-IgLON5 antibody staining and brain MRI in a patient presenting with corticobasal syndrome.
Cell-based assay of full-length IgLON5-transfected HEK293 cells (A-D). The cells stably express green fluorescent protein-tagged IgLON5
(C). Anti-IgLON5 antibodies were detected in the patient’s serum (B), but not in the healthy control’s serum (A). Colocalization of

immunoglobulin G and IgLON5 is shown as yellow in the merged image (D). DNA is stained with 4,6-diamidino-2-phenylindole (blue). Tissue-

based immunofluorescence assay using frozen rat cerebellar sections (E). Immunoreactivity is particularly robust in the cerebellum for which

there is diffuse labeling of the molecular layer and synaptic glomeruli of the granular layer. Brain MRI revealed cortical atrophy predominantly

in the right parietal lobe (F), and no abnormal findings in the bilateral striatum (G). Figure reproduced from Reference 4 with permission.
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3. EAREHMA
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BETE, EERAT—Y NN BT S, WO E, IEHE
Wihes & £ 5 RERR B IR BE s, & (IZIEH &/~ L A BEAR
A B L 7 5 V19 REM without atonia X, L A0 %%
Bd L, BEEIREEE B X CERGEOET, EFRAT—
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Ve OBERRH SN2V, Gaig b OME TlE, 15 4 13
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WCIRAVAEZ LR TERVD, HRSHEEDERIE
n5.
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Xl
spinalis

many moderate moderate/few few isolated

Fig. 2 Pattern diagram of the distribution of pathology.
A coronal section of the tonsil and lateral geniculate body (A), the middle brain (B), the pons (C), the medulla oblongata (D), the pyramidal
decussation (E), and the cervical cord (F). Figure reproduced from Reference 20 with permission.

Table 3 Proposed neuropathological criteria to define the tauopathy underlying the anti-IgLON5 syndrome.

Possible
All of the following requirements
Neurodegenerative features with neuronal loss and gliosis in brain areas showing hyperphosphorylated (p)Tau pathology
without the presence of inflammatory infiltrates
Selective neuronal involvement by deposition of pTau in the form NFT, pretangles and neuropil threads with both 3R-tau and
4R-tau isoforms contributing to the inclusions
The pTau pathology predominantly affects subcortical structures?, including the hypothalamus, brainstem tegmentum and
upper spinal cord
Probable
Criteria of “possible” AND at least one of the following
Clinical history suggestive of a sleep disorder (NREM and REM parasomnia with sleep apnea), or brainstem, mainly bulbar
dysfunction®
Presence of HLA-DRB1¥1001 and HLA-DQB1*0501 alleles
Definite

Criteria for “possible” AND presence of IgLON5 antibodies in CSF or serum®

a. Hippocampus generally involved, except for one patient. b. Includes dysarthria, dysphagia, central hypoventilation, stridor. c. [gLON5
positivity is detected by cell-based assay in serum at 1/40 and in CSF at 1/2. Table reproduced from Reference 20 with permission.
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Abstract
Clinical features of anti-IgLON5 disease

Takayoshi Shimohata, M.D., Ph.D.? and Akio Kimura, M.D., Ph.D."

U Department of Neurology, Gifu University Graduate School of Medicine

Anti-IgLON5 diseases were first reported in 2014 as sleep disorders such as parasomnia and obstructive sleep
apnea. The pathological findings were suggestive of tauopathies and eight clinical subtypes have been reported so far.
Serum and cerebrospinal fluid anti-IgLON5 antibodies should be measured in patients with sleep-related disorders with
parasomnia as well as in patients with movement disorders, motor neuron disease or dementia with characteristic
parasominia. The prognosis is generally poor, but some patients have been reported to improve with immunotherapy.

Early diagnosis and early immunotherapy may improve the prognosis.
(Rinsho Shinkeigaku (Clin Neurol) 2021;61:825-832)
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