PP4: 
Proband counting: 
· Criteria: Present in multiple unrelated patients with consistent phenotype. Points based system for each unrelated proband determined by phenotypic specificity. AxD Yoshida criteria (2017): 

	(A) Neurologic findings
	1. Convulsions
2. Macrocephaly
3. Psychomotor developmental delay/ intellectual disability/cognitive impairment/developmental regression or stagnation
4. Motor symptoms: muscle weakness, spastic paresis, cerebellar ataxia, muscle rigidity
5. Bulbar/ pseudobulbar palsy: dysphagia, dysarthria, dysphonia
6. Autonomic dysfunction: orthostatic hypotension, sphincter abnormalities, sleep apnea
7. Palatal myoclonus
8. Episodic vomiting 

	(B) Neuroimaging findings (MRI or CT)

	1. Cerebral white matter abnormalities with frontal lobe predominance
2. Periventricular rim, supportive features (Garland-like signal)
3. Signal abnormalities with swelling or atrophy of the basal ganglia and thalami
4. Contrast enhancement
5. Signal abnormalities in midbrain
6. Signal abnormalities or atrophy of the medulla oblongata and/or cervical cord or hyperintensities in the brainstem
7. Signal abnormalities in the hilum of the dentate nucleus
8. Neuroimaging (MRI or CT) described as characteristic for AxD upon literature review



· AxD definite diagnosis (Yoshida criteria, 2017; LeukoVCEP, 2024): 
· One of the following:
· >1 findings in A1-A8 (neurologic features) AND >1 finding in B1-B6 OR B8 (MRI) 

· AxD probable diagnosis (Yoshida criteria, 2017; LeukoVCEP, 2024):
· One of the following:
· 1 finding in A1-A8 (neurologic features) AND B1-B6 OR B8

· AxD consistent features (LeukoVCEP, 2024): 
· >4 findings in A1-8 without neuroimaging findings
· >2 findings in A1-8, family history (affected sibling, parent or grandparent)
· >1 finding in B1-7, family history (affected sibling, parent or grandparent)
· Stated clinical diagnosis of Alexander disease 
· of note: diagnosis of “leukodystrophy” (general) and a GFAP variant without additional phenotype-specific information does not count. 
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