eTable 6: Results of meta-analyses involving 14-3-3B and subgroup analyses based on QUADAS-2 quality and clinical criteria
Abbreviations of domains and criteria can be found in eTable 3.
FPR: false positive rate
NaN: not a number (correlation cannot be calculated)
SD: standard deviation
TPR: true positive rate
13 studies that investigated 14-3-3B (x: included in respective analysis)
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All studies
Definite, probable, and possible sCIJD cases 13 054 120 0.11 x X X X X X X X X X b X X
Definite and probable sCJD cases 13 063 1.20 0.23 x X X X
Definite sCJD cases 13 067 120 0.24 «x X X x X X X X x X X X
AB42 investigated
Definite, probable, and possible sCIJDcases 2 0.66 0.34 1.00
Definite and probable sCJD cases 2 066 034 1.00
Definite sCJD cases 2 068 033 1.00
AB42 not investigated
Definite, probable, and possible sCIJD cases 10 0.24 1.36 0.06
Definite and probable sCJD cases 10 0.38 1.36 0.31
Definite sCJD cases 10 041 136 0.31
Case-control studies
Definite, probable, and possible sCJID cases 4 0.22 0.89 1.00 x X X
Definite and probable sCJD cases 4 052 087 1.00

Definite sCJD cases 4 066 083 1.00 «x X X
Cohort studies

Definite, probable, and possible sCIJDcases 8 0.29 1.37 0.05

Definite and probable sCJD cases 8 029 137 0.05

Definite sCJD cases 8 029 137 0.08

D01 excl. high risk of bias (23 / 3 criteria)

Definite, probable, and possible sCJDcases 9 0.69 1.30 0.10

Definite and probable sCJD cases 9 069 130 0.10
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Definite sCJD cases 9 065 130 0.12 X X x X X X X X X
D01 excl. high risk of bias (22 / 3 criteria)
Definite, probable, and possible sCJDcases 8 0.29 1.37 0.05 X X X
Definite and probable sCJD cases 8 029 137 0.05 X X X X X
Definite sCJD cases 8 029 137 0.08 X
D01 excl. high risk of bias (21 / 3 criteria)
Definite, probable, and possible sCJD cases 3 0 0.22 NaN X X X
Definite and probable sCJD cases 3 0 0.22 NaN
Definite sCJD cases 3 017 0.23 -1.00 X X X
D02 excl. high risk of bias (21 / 2 criteria)
Definite, probable, and possible sCIJDcases 7 0.24 158 0.01
Definite and probable sCJD cases 7 044 158 0.32 X X X X X
Definite sCJD cases 7 041 158 0.34
D03 excl. high risk of bias (21 / 2 criteria)
Definite, probable, and possible sCIJD cases 12 0.62 126 0.12 x X X X X X X X X X X X
Definite and probable sCJD cases 12 069 126 0.24
Definite sCJD cases 12 0.72 126 0.25 x X X X X X X X X X X X
D04 excl. high risk of bias (23 / 4 criteria)
Definite, probable, and possible sCJDcases 11 0.80 0.86 0.37 x X X X X b X X X X X
Definite and probable sCJD cases 11 0.80 0.86 0.37
Definite sCJD cases 11 080 0.86 0.30 x X X X X X X X X X X
D04 excl. high risk of bias (22 / 4 criteria)
Definite, probable, and possible sCJD cases 10 0.76 0.88 0.32
Definite and probable sCJD cases 10 0.76 0.88 0.32
Definite sCJD cases 10 0.76 0.88 0.25
D04 excl. high risk of bias (21 / 4 criteria)
Definite, probable, and possible sCJDcases 6 0.66 0.53 -0.08 x X X X X X
Definite and probable sCJD cases 6 0.66 053 -0.08

Definite sCJD cases 6 070 053 -0.01 «x X X X X X
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D05 excl. poor applicability (21 / 3 criteria)
Definite, probable, and possible sCIJD cases 10 0.19 1.14 0.95 X X X X X
Definite and probable sCJD cases 10 039 1.15 0.70 x X X X X
Definite sCJD cases 10 047 114 070 x X X X X X
Disease duration not reported
Definite, probable, and possible sCIJDcases 5 0.14 1.61 -1.00
Definite and probable sCJD cases 5 0.23 160 -0.29
Definite sCJD cases 5 022 161 -0.24
Disease duration reported
Definite, probable, and possible sCIJDcases 7 0.82 0.78 094 x X X X X X
Definite and probable sCJD cases 7 082 0.78 0.94
Definite sCJD cases 7 092 077 089 «x X X X X X
K01 excl. high risk of bias
Definite, probable, and possible sCIJDcases 7 041 1.06 0.29
Definite and probable sCJD cases 7 040 1.06 0.29 X X X X X X X
Definite sCJD cases 7 034 107 0.12
K01 excl. high/unclear risk of bias
Definite, probable, and possible sCJDcases 5 0.24 0.71 -1.00
Definite and probable sCJD cases 5 024 0.71 -1.00
Definite sCJD cases 5 024 0.70 -1.00
K02 excl. high risk of bias
Definite, probable, and possible sCJDcases 6 0.18 1.26 0.96 X X b X b
Definite and probable sCJD cases 6 017 1.26 1.00
Definite sCJD cases 6 027 126 1.00

K02 excl. high/unclear risk of bias

Definite, probable, and possible sCJD cases 3 0 0.22 NaN
Definite and probable sCJD cases 3 0 0.22 NaN
Definite sCJD cases 3 017 0.23 -1.00

K03 excl. high risk of bias
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Definite, probable, and possible sCIJDcases 7 0.44 134 -0.25 X X X X X X
Definite and probable sCJD cases 7 043 134 -0.25 X x X X
Definite sCJD cases 7 045 134 -0.22 X X X X X X
K03 excl. high/unclear risk of bias
Definite, probable, and possible sCIJDcases 5 0.25 154 -0.52
Definite and probable sCJD cases 5 024 154 -0.54
Definite sCJD cases 5 023 154 -0.59
K04 excl. high risk of bias
Definite, probable, and possible sCJD cases 10 0.79 1.34 0.10
Definite and probable sCJD cases 10 084 134 0.21
Definite sCJD cases 10 0.83 1.34 0.22
K04 excl. high/unclear risk of bias
Definite, probable, and possible sCJD cases 4 0 1.21 NaN X X X X
Definite and probable sCJD cases 4 021 122 1.00
Definite sCJD cases 4 026 119 1.00 X X X X
K05 excl. high risk of bias
Definite, probable, and possible sCIJD cases 10 0.25 1.36 0.10 X X X X X X X X X X
Definite and probable sCJD cases 10 0.36 1.36 0.33 X X X X X X X X X X
Definite sCJD cases 10 0.37 1.36 0.33 X X X X X X X X X X
K05 excl. high/unclear risk of bias
Definite, probable, and possible sCJD cases 10 0.25 1.36 0.10 X X X X b X b X X X
Definite and probable sCJD cases 10 0.36 1.36 0.33
Definite sCJD cases 10 0.37 1.36 0.33 X X X X x x x X X X

K07 excl. high risk of bias

Definite, probable, and possible sCIJD cases 12 0.62 1.26 0.12

Definite and probable sCJD cases 12 069 126 0.24

Definite sCJD cases 12 0.72 126 0.25

K07 excl. high/unclear risk of bias

Definite, probable, and possible sCJDcases 5 0.09 1.18 1.00 X X X X X
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Definite and probable sCJD cases 5 009 118 1.00 X X X X
Definite sCJD cases 5 012 117 1.00 X X X X
K08 excl. high risk of bias
Definite, probable, and possible sCIJDcases 11 0.80 0.86 0.37 x X X X X X X X X
Definite and probable sCJD cases 11 080 0.86 0.37 X
Definite sCJD cases 11 080 0.86 0.30 x X X X X X X X X X X
K08 excl. high/unclear risk of bias
Definite, probable, and possible sCJD cases 1
Definite and probable sCJD cases 1
Definite sCJD cases 1
K09 excl. high risk of bias
Definite, probable, and possible sCJDcases 9 0.84 094 034 x X X X X x x X X
Definite and probable sCJD cases 9 084 094 034
Definite sCJD cases 9 083 094 026 x X X X X X X X X
K09 excl. high/unclear risk of bias
Definite, probable, and possible sCIJDcases 9 0.84 094 034 x X X X X x x X X
Definite and probable sCJD cases 9 084 094 034
Definite sCJD cases 9 083 094 026 x X X X X X X X X
K10 excl. high risk of bias
Definite, probable, and possible sCJDcases 7 0.53 0.49 -0.28
Definite and probable sCJD cases 7 053 0.49 -0.28
Definite sCJD cases 7 0.61 0.49 -0.21
K10 excl. high/unclear risk of bias
Definite, probable, and possible sCIJDcases 7 053 049 -0.28 x X X X X X X
Definite and probable sCJD cases 7 053 049 -0.28
Definite sCJD cases 7 061 049 -0.21 x X X X X X X

K11 excl. high/unclear risk of bias
Definite, probable, and possible sCIJD cases 11 0.60 1.05 0.20
Definite and probable sCJD cases 11 0.70 1.05 0.39 x X X X X X X X X X X
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Definite sCJD cases 11 0.76 105 0.36 x X X X X X x x X X X
K12 excl. poor applicability
Definite, probable, and possible sCIJD cases 11 0.33 1.31 0.19 x X X X
Definite and probable sCJD cases 11 045 131 0.36 x X X X X X X
Definite sCJD cases 11 049 130 0.37 X
K12 excl. poor/unclear applicability
Definite, probable, and possible sCIJDcases 9 0.33 142 0.16 x X X X X X X X X
Definite and probable sCJD cases 9 045 142 034

Definite sCJD cases 9 048 142 039 x X x X X X X X X
K13 excl. poor applicability
Definite, probable, and possible sCJD cases 12 0.56 1.06 0.25

Definite and probable sCJD cases 12 065 1.06 0.36 x X X X X X X X X X

Definite sCJD cases 12 0.72 1.06 0.33

K13 excl. poor/unclear applicability

Definite, probable, and possible sCIJD cases 12 056 1.06 0.25 x X X X X X X X X X X X
Definite and probable sCJD cases 12 0.65 1.06 0.36

Definite sCJD cases 12 0.72 106 0.33 x X X X X X X X X X X X
Male-to-female ratio <0.75

Definite, probable, and possible sCJDcases 3 0.27 0.86 1.00 x X X
Definite and probable sCJD cases 3 054 087 100 x X X
Definite sCJD cases 3 060 088 1.00 x X X

Male-to-female ratio >1

Definite, probable, and possible sCIJD cases 2 0.02 0.57 1.00

Definite and probable sCJD cases 0.02 0.57 1.00

Definite sCJD cases 2 0 0.57 NaN

Male-to-female ratio 0.75-1

Definite, probable, and possible sCJD cases 0.26 1.40 -0.34 X X X X X X
Definite and probable sCJD cases 0.25 1.40 -0.36

Definite sCJD cases 6 0.27 140 -0.23 X X X X X X

N

[e20Ne)]



13 studies that investigated 14-3-3B (x: included in respective analysis)

(%))
o s x
£ 5 Sz :
Level of certainty E = _ Q = g
of sCJD diagnosis = 7 B E 8 % c % > 5
¢ & &g . & 5 _ 2 8 £ = 8§ g5 ¢ if
= ~ g = s 3 N c o g = S £ = ] c =
=) a) &) o Is) ) N o < S o c S ‘D = a o
] ) ) o < m m m (@) (@) I (I | - @) > N
Median age >65 years
Definite, probable, and possible sCJD cases 10 0.21 1.23 -0.18 X X X X X X
Definite and probable sCJD cases 10 0.30 1.23 0.10 x X X X X X
Definite sCJD cases 10 032 123 0.11 x X X X X X X X X X
Not only 14-3-3f8 investigated
Definite, probable, and possible sCJD cases 10 044 090 0.34
Definite and probable sCJD cases 10 0.44 090 0.34
Definite sCJD cases 10 045 090 0.25
Only 14-3-3B investigated
Definite, probable, and possible sCJD cases 2 0 0.00 NaN X
Definite and probable sCJD cases 2 032 025 -1.00
Definite sCJD cases 2 030 0.21 -1.00 X
RT-QuIC not investigated
Definite, probable, and possible sCJDcases 6 0.09 0.84 1.00
Definite and probable sCJD cases 6 057 085 0.27 X X X X X X
Definite sCJD cases 6 051 0.84 0.57
Studies <2009
Definite, probable, and possible sCJDcases 6 0.09 0.84 1.00 X X X X X X
Definite and probable sCJD cases 6 057 085 0.27 X X X X X X
Definite sCJD cases 6 051 084 0.57 X X X X X X
Studies >2009
Definite, probable, and possible sCJDcases 6 0.30 0.54 -1.00 x X X b X b
Definite and probable sCJD cases 6 030 0.54 -1.00

Definite sCJD cases 6 031 052 -1.00
Studies with a priori cut-off

Definite, probable, and possible sCIJD cases 10 0.30 1.24 0.12
Definite and probable sCJD cases 10 030 1.24 0.11
Definite sCJD cases 10 0.33 1.24 0.13
Studies with data-driven cut-off



13 studies that investigated 14-3-3B (x: included in respective analysis)

(%))
3 g
X
E £ = _ g
Level of certainty S = _ Q = £
of sCJD diagnosis = = | = E g = S S 0 5
0 S = S S © — O N >
2L = s nd o = S 5 c o S o) w
S - = o [ S iN ()] < © = c © (T o o
— 5 — c (@) © = = c —
= @) o) o o g N = 5 9 S B O = c o]
] ) ) ) < m m m @) ) [ (I | - @) > N
Definite, probable, and possible sCJD cases 1 X
Definite and probable sCJD cases 1 X
Definite sCJD cases 1 x
Study sample: not only definite cases
Definite, probable, and possible sCIJDcases 7 0.12 1.23 1.00
Definite and probable sCJD cases 7 019 123 1.00

Definite sCJD cases 7 022 123 1.00
Study sample: only definite cases

Definite, probable, and possible sCJDcases 5 1.13 1.18 0.64
Definite and probable sCJD cases 1.13 118 0.64
Definite sCJD cases 5 1.07 1.18 0.62
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