eFigure 3: Heterogeneity among studies that investigated 14-3-38

Definite sCJD cases

Definite and probable sCJD cases

Definite, probable, and possible sCJD cases

All studies. .. ... iiuiiit i it i - [ ] L] L]
DOl excl. high risk of bias (23 / 3 criteria). o [ ] [ ] L
D01 excl. high risk of bias (22 / 3 criteria). o [ ] ] [}
DOl excl. high risk of bias (21 / 3 criteria). o
D02 excl. high risk of bias (21 / 2 criteria). - (o] @ @
D03 excl. high risk of bias (21 / 2 criteria). - * L] [ ]
D04 excl. high risk of bias (23 / 4 criteria). - ® ® ®
D04 excl. high risk of b:as (22 / 4 criteria). o [ ] [ ] [ ]
D04 excl. high risk of bi 1 / 4 criteria). o @ @ (<]
D05 excl. goat appl;.::ab;.hty (21 / 3 criteria) o [ ] L ] L
K01 excl h risk of b - (o] @ (<]
K01 excl. hxgh/um:lear cod @ (o]
K02 excl. high risk of .o q o] o
K02 excl. high/unclear ..o
KO3 excl. high risk of LA [ (] L]
K03 excl. high/unclear o °]
K04 excl. high risk of o L] L] L]
KO4 excl. high/unclear LA o
K05 excl. high risk of o [ ] L L
K05 excl. high/unclear risk .o [ ] ® ®
K07 excl. high risk of bias........ oH [ ] [ ] [ ]
K07 excl. high/unclear risk of bias L1 [e]
KO8 excl. high risk of bias........ v e [ ) [ ] [ ] w
K09 excl. high risk of bias........ A [ ] [ ] [ ] o
K09 excl. high/unclear risk of bias . [ ] L] L] 5
K10 excl. high risk of bias........ . @ ] o T
K10 excl. high/unclear risk of bias LA @ e e 2
K11l excl. high/unclear risk of bias e [ ] o L] -~
Kl2 excl. poor applicability....... - [ J [ ] [ ]
K12 excl. poor/unclear agpllcalnl_lty o ] [ ] L ]
K13 excl. poor applicability....... .o [ 3 o .
K13 excl. poor/unclear appl.lcah:l;ty od L ] [ ] [ ] .
AB42 investigated LA o] (e} [e] Studies
AB42 not investigated.. oA [ ] L] L] included
Only 14-3-3p mvestlgabed e d (o) o
Not only 14-3-3p :anes\'.:.gate B L] ] L ]
Case-control stu 1 Q o o] o 2
Cohort studies. b L] L] (]
Disease duration = b (] <] (-]
Disease duration not repo: - [o] (o] o 3
Male-to-female ratio <0.75 A o] [e] o]
Male-to-female ratio 0.75 B (] (] (<]
Male-to-female ratio >1.. - o] o] o 4
Hed:.an age >65 years..... b [ ] L ] [ ]

RT-QulC not 1nvasngated = [o] [o] (o] ® 5
Studies <2009 1 <] <] =]
Studies >2009. . 1 2] @ ]
Studies with a p::.ox:1 cut-o - [ ] @ [ ] @ 6
Study sample: not only definite cases.. A ]
Study sample: only definite cases............. 1 (o] (¢] o]

e 7

ALl StUdi@esS. . ......vuuruuninns e 5 [ ] [] [ ]
DO1 excl. high risk of bias (23 / 3 criteria). [ ] [} L]
D01 excl. high risk of bias (22 / 3 criteria). o L] L] [ ] ® 8
DOl excl igh risk of bias (21 / 3 criteria). -
D02 excl. high risk of bias (21 / 2 criteria). o @ [e]
D03 excl. high risk of bias (21 / 2 criteria). - [ ] o [ ] ® 9
D04 excl. high risk of bias (23 / 4 criteria). - [ ] L] L]
D04 excl. high risk of b:.aa (22 / 4 criteria). [} ® [ ] °
D04 excl. high risk of bias (21 / 4 criteria) . - ] ° ) 10
DO5 excl. poor applmamh\:y (21 / 3 criteria) o ® [ ] [ ]
KOl excl. high risk of bias..........c.ooovveos = L] ] L] ® 11
KOl excl. high/unclear risk i - (o] [e] [e]
K02 excl. high risk of bias b (o) @ (o]
K02 excl. high/unclear risk . e 12
K03 excl. high risk of bias = @ L] @
KO3 excl. high/unclear risk A (e} 2]
K04 excl. high risk of bias A [ ] L] [ ] ® 13
K04 excl. high/unclear risk - [e] o]
K05 excl. high risk of bias Ll [ ] [ ] [ ]
KOS5 excl. high/unclear risk - [ ] L] L]
K07 excl. high risk of bias L [ ] ] ®
K07 excl. high/unclear risk - (o] Q@ Q
KO8 excl. high risk of bias B L ] L ] [ ] w
K09 excl. high risk of bias - [ ] [ ] [ ] o
K09 excl. high/unclear risk - [} ] [ ] =

0 excl. high risk of bias - [ ] [°] T
K10 excl. high/unclear risk 1 ] ] (] x
K1l excl. high/unclear risk - [ ] [ ] [ ] -
K12 excl. poor applicability. B [ ] [ ] [ ]
K12 excl. poor/unclear appli < L] L]
K13 excl. poor applicability Ll [ ] [ ] [ ]
K13 excl. poor/unclear appli b [ ] L ] [ ]

AB42 investigated. L o] o] o]

AB42 not investiga e = [ ] [ ] L ]
Dnly 14-3-3p investigated.. = o] o
Not only 14-3-3B investiga - [ ] [ ] [ ]
Case-control studies b (e} o o]
Cohort studies........... 4 L] L] L)
Disease duration reported.. - ] ® o
Disease duration not reporte - (o] o]
Male-to-female ratio <0.75. - o o] o
Male-to-female ratio 0. '75 -1. - (=] (<] @
Male-to-female ratio >1. = o] o]
Median age >65 years..... Bl [ ] L ] [ ]
RT-QuIC not investigated. L (<] Qe 1]
Studies <2009..... e 4 (5] @ ]
Studies >2009. . 1 ] ® ]
Studies with a pr:.o.n cut-off. ... .. = [ ] [ ] [ d
Study sample: not only definite cases. b @ @ @
Study sample: only definite cases b . . .| . . . . (o] . . . . [o] .

0.4 0.8 1.2 1.6 0.0 0.5 1.0 15 0.0 0.5 1.0 1.5
SD

Abbreviations of domains and criteria can be found in eTable 3. FPR: false positive rate; SD: standard deviation; TPR: true positive rate




