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. "Therefore we see that the vision has ceased or
diminished without our finding any change in the
pupil and there is a heaviness in the head and
particularly its deep part and the parts surrounding
the orbit. We know that the affection is caused by an
abundant moisture which has run to the optic nerve
of the eye and has compressed or swelled it . . . the
argument for the obstruction of the nerve is if you
shut one eye [the unaffected eye] and observe
whether the pupil of the other is dilated.”
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Executive Summary

Optic neuropathies can reflect a wide range of pathephysiclogies, both acquired and inherited. This
Series provides an update on the clinical, imaging, and laboratory findings that differentiate these
disorders, allowing clinicians to focus their diagnostic studies and optimise treatments. Multimodality
optic nerve imaging—including fundus photography, optical coherence tomography, and MRI—has
greatly advanced the diagnosis and follow-up of patients with optic neuropathies. Also reviewed in this
Series, new evidence shows that aptic neuritis can frequently indicate autoimmune neurological
disorders, including multiple sclerosis and the recently recognised disease categories of aquaporin-4
antibody-associated neuromyelitis optica spectrum disorder and myelin-oligodendroc ycoprotein
antibody-associated disease. Early clinical recognition of optic neuritis is, therefore, important for
prognosis and treatment. Also reviewed in the Series, a unifying feature in the pathephysiology of

hereditary disorders of the aptic nerve is mitochondrial dysfunction. Treatments are emerging for aptic
neuropathies, including immunotherapies and genetic therapies.
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Procédure Delphi

Classification

Delphl Round
1

Exhaustive list of
categories
from experts
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Delphl Rounds

2-11

MNarrowing of
categories
through feed-back
and consensus on
real clinical cases

Delphl Rounds

12-21

Data driven
consensus agreement
on categories
from Delphi rounds 1-11
and revision of
real clinical cases

Diagnostic Criteria

Delphl Rounds

22-23

Level of agreement on:
1. Classification
2. Time
3. Treatment
4. Diagnostic criteria

Définition du consensus
>80%
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Cas clinique exemplaire

o A S0 vear old man had developed a febrile illness with fatigue, anosmia
and loss of taste. About 3 weeks later he experienced bilateral retrob-
ulbar pain. worsening on eve movements with visnal loss. Visoal loss
progressed over 7 days before he presented 1o Moorfields Eve Hospital,
Visual acuities were reduced to RE hand movement and LE count fin-
ger. There was a right RAPD and bilateral swollen optic discs, He was
treated with high dose steroids (1g/day v, for 5 days), Within 4 days

his vision recovered to a VA of RE 6/9 and LE 6/5,

I have seen similar case(s) before /This is a new case for me

o His MRI {coronal T1 with contrast, Figure showed contrast en-
hancement of both optic nerves and nerve sheets, There were no lesions

tyvpical for multiple sclerosis elsewhere in the brain.

This information changed myv clinical working diagnosis /

This information confirmed my clinical worldng diagnosis

# A nasopharvigeal swab was positive for COVID (PCR). Routine blood

tests were normal. He was seronegative for AQP4 and MOG. The CSF

Figure 30: Case 5 OCT.

showed matched oligoclonal bands.

This makes a definite diagnosis / e Do you think the three week interval between onset of COVID and his

This is non-specific

bilateral optic neuritis is acceptable to strongly consider this to be a

e | think this patient has a diagnosis of (please type vour own answer . o i ipvd
! & 1 ype: post-infectious optic neuritis?

here)

e The bilateral optic disc swelling was documented by OCT | Figuroml.
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B Classification of optic neuritis

Level 1 dichotomisation to
guide general management

Optic neuritis

Classification

MW

v

Autoimmune
(usually relapsing)

v

Infectious or systemic
(usually monophasic)

Level 2
consensus
opinion

v

v

AQP4-ON
CRMP5-ON
MOG-ON
MS-ON
SION

RION
CRION

Infectious optic neuritis
Post-infectious optic neuritis
Post-vaccination optic neuritis
(panel 4)

Systemic disorders (panel 4)

T

Level 3 expert opinion

(appendix pp 23-25)

List of disorders that might in a future revision of the classification be considered to reach level 2




MNeed for immune suppression

Autoimmune (Post)-infectious
& systemic
(usually relapsing) (usually menophasic)
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Sample size:
MN=437 Autairmrmune
KN=325 (Post-linfectious
000 GOODONO0DNN00

O Matia

Autoimmune OM

(Post)-Infectious ON
Lewvel 1 classification

Niveau 1 de la classification

Niveau 1: 95% consensus

Les résultats de la
procedure itérative Delphi
ronde 2-21

Relevant pour la prise en
charge des malades
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Africa
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Europe

M-America

Dceania

S-America
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Panel 3: Signs and symptoms aiding the clinical
classification of optic neuritis and exclusion of alternative

pathologies

Clinical presentation™:

Sequence of symptoms over time

Preceding infection or vaccination

Ethnic background or location

Progression of pain or visual loss (>2 weeks)
Absence of pain

Associated epilepsyt

Simultaneous bilateral ON

Evidence of retinitis or retinal dysfunction from OCT or
electrophysiology

Presence of severe optic disc oedema

Absence of optic disc oedema

Unexplained optic atrophy in either eye at onset
Fever or other systemic symptoms and signs$
Other focal neurological signs

¥
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Clinique

Disease course§:

-

Progressive loss of vision

Progressive retinal layer atrophy for more than 12 months
Sequential bilateral optic neuritis

Absence of spontaneous recovery (>3 months)
Corticosteroid dependence

Medical history:

Medical history of cancer or diseases listed in panel 4
Family history of a suspected hereditary optic neuropathy
Family history of other mitochondrial cytopathy
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A Diagnosis of optic neuritis

Diagnostique

‘W‘RW

Diagnosis based on clinical assessment and paraclinical tests (panel 1)

v

A 4

.

(a) Subacute monocular loss of
vision, dyschromatopsia, pain
worsening on eye movements,
RAPD + 1 paraclinical test

(b) Like (a) without pain +
2 paraclinical tests

(c) Like (a) or (b) but binocular
(RAPD unreliable) + MRl and
another paraclinical test

(d) Clinically seen in acute
phase, with features of (a), (b),
or (c), with fundus examination
consistent with optic neuritis
classical disease course and no
available paraclinical tests

(e) Retrospective typical history
+ paraclinical test(s)

(f) Loss of vision with features
from panel 3 being present
that suggest alternative
pathology and paraclinical
tests showing alternative
pathology

v

v

v

Definite optic neuritis

Possible optic neuritis

Not optic neuritis




ES
Panel 1: Diagnostic criteria for optic neuritis

Clinical criteria

»  A: Monocular, subacute loss of vision associated with orbital pain worsening on
eye movements, reduced contrast and colour vision, and relative afferent pupillary
deficit

» B: Painless with all other features of (A).

» C: Binocular loss of vision with all features of (A) or (B).

Paraclinical criteria

- OCT: Corresponding optic disc swelling acutely or an inter-eye difference in the
mGCIPL of >4% or >4 pm or in the pRNFL of >5% or >5 pm within 3 months after
onset.

«  MRI: Contrast enhancement of the symptomatic optic nerve and sheaths acutely or an
intrinsic signal (looking brighter) increase within 3 months.

- Biomarker: AQP4, MOG, or CRMPS5 antibody seropositive, or intrathecal CSF IgG
(oligoclonal bands).

Application of the clinical and paraclinical criteria

Definite optic neuritis

» (A) and one paraclinical test

« (B) and two paraclinical tests of different modality

» (C) and two different paraclinical tests of which one is MRI

Possible optic neuritis

« (A), (B), or (C) if seen acutely but in absence of paraclinical tests, with fundus
examination typical for optic neuritis and consistent with the natural history during
follow-up

- Positive paraclinical test or tests, with a medical history suggestive of optic neuritis
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-Nevrite optique: developpement d’'une perspective
International, apres Hunain lbn Is-Hag

.Critere nouvelles avec tomographie par coherence
optique (sensitivité 61-100%), IRM (sensitivité 22-44%),
biomarqueur (spécificité >95%)

.Classification nouvelle que priorise la pratigue clinique

.Nous avisons des révision future
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