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include a past history of infection by
Epstein-Barr virus,10 high latitude/low
solar exposure and low vitamin D levels,11
smoking,12 and obesity in adolescence.13 

Clinical guidelines have been
published by NICE,3 and the Association
of British Neurologists (ABN) has
produced guidance on the use of
disease-modifying treatments in MS.14

PRESENTATION
Symptoms in relapsing-remitting MS 
Clinical relapses reflect acute
inflammation in the CNS, resulting in
specific clinical syndromes:

Optic neuritis (ON): Acute inflammation
of the optic nerve, generally unilaterally,
presents with retroocular pain on eye
movements, blurred vision, and colour
vision impairment, i.e. dyschromatopsia.
Recovery of visual function after ON
may be incomplete and does not
directly depend on the severity of initial
visual loss.15

Myelitis: Acute inflammation of the
spinal cord generally presents with

unilateral sensory or motor symptoms in
one or two limbs. It can also present with
a sensation of ‘an oppressive band’ in the
trunk or an acute pain of neuropathic
nature throughout the back triggered by
cervical flexion (Lhermitte’s sign).
Bladder and bowel disturbances such as
urge incontinence may also be present.4

Brainstem/cerebellum syndrome: Acute
inflammation of the mesencephalon,
pons, medulla oblongata, or cerebellum.
Usual presentations include: diplopia,
dysarthria, facial weakness or
hypoesthesia, trigeminal neuralgia, lack
of coordination in the upper limbs, or
balance problems. Paroxysmal
symptomatology, such as paroxysmal
dysarthria, due to (aberrant) ephaptic
transmission, can also occur in brainstem
syndromes.4

Supratentorial syndrome: Less commonly,
acute inflammation of the cerebral
hemispheres may present with aphasia
or cognitive dysfunction if the lesion
involves the cortex, or, more frequently,
with a hemimotor/ hemisensory

syndrome secondary to a subcortical
lesion. Characteristically, only large
supratentorial lesions will result in clinical
symptoms, as opposed to lesions in
other parts of the CNS.4 

Symptoms in progressive MS 
(SPMS and PPMS) 
Progression generally presents with
gradual loss of power in the lower limbs,
which may be asymmetric. It is often
accompanied by sensory disturbances
in the lower limbs, bladder and bowel
symptoms. Upper limbs are generally
affected at a later stage. Progressive loss
of coordination in the lower or upper
limbs can also occur. In the later stages
of the condition, progressive dysarthria
and difficulty swallowing may occur, the
latter being potentially life-threatening if
not managed effectively.16 Finally, there
are all pervasive, interactive symptoms
that can appear at any stage, notably
fatigue, depression, pain and cognitive
dysfunction.4,16,17

When a patient presents with a
clinical syndrome compatible with a CIS,
they should be referred promptly to a

Table 1

Differential diagnoses in multiple sclerosis27

Clinical 
(general)

Clinical
(neurological) 

MRI

Signs that raise doubts about the diagnosis of MS
Myopathy
Retinopathy 

Mucosal ulcers 
Recurrent spontaneous 
abortion or thrombotic events

Arthritis, polyarthalgias, myalgias
Multiple cranial neuropathies, polyradiculopathy

Peripheral neuropathy

Extrapyramidal features
Cerebral venous sinus thrombosis

Cortical infarcts

Haemorrhages or microhaemorrhages

Meningeal enhancement

Lacunar infarcts
Persistent Gd-enhancement and continued 
enlargement of lesions
Large and infiltrating brainstem lesions
Predominance of lesions at the 
cortical/subcortical junction

CADASIL= Cerebral autosomal dominant arteriopathy with subcortical infarcts and leukoencephalopathy; Gd = gadolinium; T1 = observed in MRI
sequences that are weighted in T1; T2 = observed in MRI sequences that are weighted in T2  

Assess for alternative diagnoses
Mitochondrial encephalomyopathy; Sjögren’s syndrome
Mitochondrial encephalomyopathy; Susac and other
vasculopathies (retinal infarction)
Behçet’s disease
Antiphospholipid antibody syndrome; thrombotic
thrombocytopenic purpura; metastatic cancer with
hypercoagulable state
Systemic lupus erythematosus; Lyme disease
Chronic meningitis in the context of sarcoidosis and
tuberculosis; Lyme disease
B12 deficiency; adrenoleukodystrophy; metachromatic
leukodystrophy; Lyme disease
Whipple’s disease; multisystem atrophy; Wilson’s disease
Behçet’s disease; vasculitis; chronic meningitis,
antiphospholipid or anticardiolipin antibody syndromes
Embolic disease; thrombotic thrombocytopenic purpura;
vasculitis
Amyloid angiopathy; Moyamoya disease; CADASIL;
vasculitis
Chronic meningitis; sarcoidosis; lymphomatosis; CNS
vasculitis
Hypertensive ischaemic disease; CADASIL; Susac syndrome
Lymphoma; glioma; vasculitis; sarcoidosis

Major Behçet’s disease; pontine glioma
Major embolic infarction; vasculitis; progressive multifocal
leukoencephalopathy


