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Figure 1. Amyotrophic lateral sclerosis phenotypic variation and spectrum with frontotemporal dementia.
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The Gold Coast Diagnostic Criteria for Amyotrophic Lateral Sclerosis®

Progressive motor impairment documented by history or repeated clinical assessment,
preceded by normal motor function

AND

Presence of upper® and lower® motor neuron dysfunction in at least one body region® (with
upper and lower motor neuron dysfunction noted in the same body region if only one body
region is involved) OR lower motor neuron dysfunction in at least two body regions

AND

Investigations® excluding other disease processes

* Modified with permission from Shefner JM, et al, Clin NELICI[Jh'jI’SI'DLB @ 2020 Elsevier Ltd.
® Upper motor neuron dysfunction implies at least one of the following:

(1) Increased muscle stretch reflexes, including the presence of a reflexin a clinically weak
and wasted muscle, or spread to adjacent muscles

(2) Presence of pathologic reflexes, including the Hoffman sign, Babinski sign, crossed
adductor reflex, or snout reflex

(3) Increase in velocity-dependent tone (spasticity)

(4) Slowed, poorly coordinated voluntary movement, not attributable to weakness of lower
motor neuron origin or parkinsonian features

© Lower motor neuron dysfunction in a given muscle requires either:
Clinical examination evidence of muscle weakness and wasting
OR
EMG abnormalities that must include:
Evidence of chronic neurogenic change, defined by large motor unit potentials of increased duration or

increased amplitude or both, with polyphasia and motor unit instability regarded as supportive
but not obligatory evidence

AND

Evidence of ongoing denervation including fibrillation potentials, positive sharp waves, or fasciculation
potentials

9 Body regions are defined as bulbar, cervical, thoracic, and lumbosacral. To be classified as an involved
region with respect to lower motor neuron involvement, there must be abnormalities in two limb muscles
innervated by different roots and nerves, or one bulbar muscle, or one thoracic muscle either by clinical
examination or by EMG.

® The appropriate investigations depend on the clinical presentation and may include nerve conduction
studies and needle EMG, MRI or other imaging, fluid studies of blood or CSF, or other modalities as
clinically necessary.

Figure 2. The Gold Coast Diagnostic Criteria for ALS. (Ref 5)
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Table 1. Overview of the most important ALS gene. (Ref 11)
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Figure 3. Pathophysiology of ALS. EEAALSERIEEMAVRIEHER S (A) RBEMEMERK - (B) EHEIEEESILFE - (C)
HIARBEINBERERT © (D) DNA{BEINRETE © (E) RNARBIREL » (F) MRS RENZSEHEE o (Ref. 11 )
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© Balint, B., et al. (2024). "Stiff person syndrome spectrum disorders." Nature Reviews Neurology.

® Newsome, S. D, et al. (2025). "Stiff-person syndrome: an update." Practical Neurology.

® [ AM: Celine Dion (2024) Documentary Film, directed by Irene Taylor.
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