200
CSF White Count—‘

Infection - PCR+

Enterovirus X X
HIV-1
Influenza A virus
Powassan virus
West Nile virus

XX

HSV-1
HSV-2
vzVv
HHV-7
EBV
Adenovirus
BK virus
JC virus

Human polyomavirus 7

HC

MO007
MO072

200
CSF White Count

HC

MO051
MO004

XXXX

HC

MDD
HC+MDD

XXX

HC

M026
HC+MDD

XX

HC

M135
M029

XXXX

HC

MDD
HC+MDD

M059

XX

HC
M134

M132
MO39

XX XX

HC

MDD
HC+MDD

Unknown

M104

X
x
x

HC
HC+MDD

200 —‘

Infection - Other

XX

XX

XX

XX

XX

X X

X X|X X

HC

MO010
MO061

HC
MO015

HC
M030

HC
MO71

HC
MO009

Enterovirus
HIV-1

Influenza A virus
Powassan virus
West Nile virus

HSV-1

HSV-2

Vzv

HHV-7

EBV

Adenovirus

BK virus

JC virus

Human polyomavirus 7

M002 HC
MO003

MO035

HC
M037

HC
M073 HC

MO078

MO79

(urine)
M082 HC
M083 HC

M085

HC
HC+MDD

HC

M090
M095

HC
(urine)

M106 (urine)

M081 HC+MDD

M108
M111 HC
M114 (urine)

M126

M127 (serum)

(urine) .

M139 HC

HC
M105

HC (urine)

200 —

HC
M043
MDD

M121
HC+MDD

Controls

Water_111918

XXX

Water_ 033117 HC

Water_102017 MDD

XXX

MDD

M049
HC+MDD

XX

M069
HC+MDD

XXX

MDD

MO070
HC+MDD

M024
HC
M101

MDD

10*

103

102

—
Q

—
o
o

107"

1072

—
o
~

—
o
w

—
o
N

—
Q

10°

—
<

RPM - RNA Library

RPM - DNA Library

Supplementary Figure 4: Unfiltered metagenomic classifications including contaminants

Heatmap shows viral taxa identified in each sample type. Compared to Figure 3, this Figure shows all classified taxa without manually screening out contami-
nants. Rows are viral taxa, and columns are sample types, some with enhanced sequencing methods (HC and/or MDD). Only classifications with over 100
unique kmers, and at least 1 BLAST confirmed read are shown. Rows are grouped by whether they are RNA viruses vs DNA viruses (top vs bottom section).
Color intensity corresponds to the RPM of the taxa. Red boxes correspond to detection in RNA libraries while blue boxes correspond to detection in DNA librar-
ies. Stars represent the clinical diagnosis. Gray shaded columns represent samples that did not undergo DNA or RNA sequencing. The yellow bars indicate
nucleated cell count in the CSF for each subject. The four groupings of columns from top left to bottom right correspond to infections diagnosed with a positive
PCR, infections diagnosed by non-molecular techniques, subjects with unknown etiology, and negative controls including water.



