Supplementary material

Figure e-1. Algorithm for patient selection. 
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Legend to Figure e-1. nt=not tested.
Table e-1. Clinical features and compartment(s) of viral replication in the whole cohort (n=45), in the group of immunocompetent (n=17) and immunocompromised (n=28) individuals. P-values refer to the comparison between immunocompetent and immunocompromised hosts.
	
	Whole cohort

(n=45)
	Immuno-competent (n=17)
	Immuno-compromised (n=28)
	p-value

	Children and adolescents 

(age < 18 years-old)
	30/45 (67%)
	13/17 (76%)
	17/28 (61%)
	0.34

	Male gender
	28/45 (62%)
	10/17 (59%)
	18/28 (64%)
	0.76

	Systemic symptoms:
	
	
	
	

	Fever
	13/45 (29%)
	9/17 (53%)
	4/28 (14%)
	0.0083

	Rash
	5/45 (11%)
	3/17 (18%)
	2/28 (7%)
	0.35

	Neurological symptoms:
	
	
	
	

	Altered mental status 
	23/45 (51%)
	6/17 (35%)
	17/28 (61%)
	0.13

	Seizures
	14/45 (31%)
	3/17 (18%)
	11/28 (39%)
	0.19

	Focal deficits
	13/45 (29%)
	8/17 (47%)
	5/28 (18%)
	0.048

	Hyponatremia
	2/45 (4%)
	0/17 (0%)
	2/28 (7%)
	0.52

	Compartment(s) of HHV-6 DNA detection:
	
	
	
	

	CSF+, blood+
	22/45 (49%)
	8/17 (47%)
	14/28 (50%)
	0.62

	CSF+, blood-
	2/45 (4%)
	0/17 (0%)
	2/28 (7%)
	

	CSF+, blood not tested
	3/45 (7%)
	2/17 (12%)
	1/28 (4%)
	

	CSF-, blood+
	18/45 (40%)
	7/17 (41%)
	11/28 (39%)
	

	CSF/blood replication ratio >1
	6/42 (14%)
	0/15 (0%)
	6/27 (22%)
	0.073

	Chromosomal integration
	7/45 (16%)
	4/17 (24%)
	3/28 (11%)
	0.40


Table e-2. Individual data in the 13 immunocompetent individuals who received alternative diagnoses unrelated to HHV-6. 
	Pt
	Age
	Gender
	Systemic symptoms
	Neurological symptoms
	CSF cell count/ mm3
	Brain MRI
	HHV-6 copies/ml in the CSF
	HHV-6 copies/ml in blood
	CSF/blood replication ratio
	ciHHV-6
	Final diagnosis

	1
	1,5
	F
	Fever, rash
	Gait difficulties
	1
	NP
	0
	400
	0
	No
	Para-infectious polyradiculoneuritis

	2
	1,8
	M
	None
	Right hemiparesis
	35
	Altered (multiple alterations in supratentorial WM and spinal cord)
	0
	300
	0
	No
	Post-infectious encephalomyelitis

	3
	2,0
	M
	Fever, vomiting
	Altered mental status
	NA
	Altered (hydrocephalus)
	0
	4410
	0
	No
	Listeria Monocytogenes meningoencephalitis in a patient with a ventriculoperitoneal shunt

	4
	2,4
	M
	None
	Gait difficulties
	8
	Normal
	0
	600
	0
	No
	Post-infectious polyradiculoneuritis

	5
	2,7
	M
	Fever, vomiting
	Gait ataxia, focal deficits
	1
	Altered (multiple supra- and infra-tentorial WM and GM alterations)
	0
	3330
	0
	No
	Para-infectious encephalomyelitis

	6
	3,5
	F
	None
	VIth cranial nerve deficit
	NA
	Normal
	0
	33930
	0
	No
	Cranial mononeuritis

	7
	6,1
	M
	Fever, headache
	Seizure
	1
	Normal
	2640
	6085250
	0,000434
	Yes
	Febrile convulsion

	8
	7,0
	F
	None
	Gait difficulties
	2
	NP
	0
	16380
	0
	No
	Para-infectious polyradiculoneuritis

	9
	11,4
	M
	None
	Altered mental status, behavioral changes, meningismus
	330
	Normal
	20
	NA
	NA
	No
	Aseptic meningitis

	10
	45,7
	M
	None
	Diplopia
	2
	Altered (multiple supra- and infra-tentorial WM alterations)
	40
	NA
	NA
	No
	Multiple sclerosis

	11
	65,3
	M
	None
	Altered mental status, gait ataxia
	NA
	Altered (multiple alterations in deep gray matter and mesencephalon)
	6660
	7700000
	0,000865
	Yes
	Primary CNS lymphoma

	12
	67,8
	F
	None
	Altered mental status, paraparesis, sphincteric disturbances
	6
	Altered (multiple WM lesion in supratentorial WM and spinal cord)
	18520
	7175900
	0,002581
	Yes
	Post-infectious encephalomyelitis

	13
	77
	F
	Fever
	Paraparesis
	NA
	NP
	6620
	1081400
	0,006122
	Yes
	Infectious spondylodiscitis


Legend to Table e-2. GM=grey matter, NA=not available, NP=not performed, WM=white matter.
