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eFigure 1A+B Flowchart of patient inclusion and samples available for included patients alive at each time-point

[image: ]
Flowchart with patient inclusion (eFig. 1A). The modified intention-to-treat population of the TTN-trial consisted of 939 patients. TTM; targeted temperature management. Neurological outcome was dichotomized into good (Cerebral Performance Category Scale, CPC 1-2) or poor (CPC 3-5) at 6 months follow-up. eFig. 1B illustrates number of samples available for each biomarker at the respective time-point post-arrest and percentages of eligible patients alive.
[image: ]

eFig. 2A-C, Receiver-operating characteristic (ROC) analyses for overall prediction of good neurological outcome Cerebral Performance Category (CPC) 1-2 vs poor outcome (CPC 3-5) at 6 months after cardiac arrest for serum samples obtained at 24, 48, and 72 hours. Paired ROC-curves were compared by a bootstrap procedure with n=2000 iterations (pROC package, R, version 3.5.1, The R Foundation for Statistical Computing). Serum neurofilament light chain (NFL) always had significantly greater area under the ROC curve (AUROC) than NSE, GFAP, UCH-L1 and S100 (P < 0.001). NFL also had significantly greater overall AUROC than tau at 24 h (p<0.001)(eFig 2A) , 48 h and 72 h (p=0.002)(eFig.2B-C). At 24 h, AUROC for GFAP and UCH-L1 did not differ significantly (eFig.2A). At 48 h and 72 h, GFAP and tau did not differ significantly (eFig. 2B-C). Only patients with all six markers available on the respective time point were included (24 hours, n =626; 48 hours, n =591; 72 hours, n =555). GFAP; glial fibrillary acidic protein, UCH-L1; ubiquitin carboxy hydrolase L-1, NSE; neuron-specific enolase.





	Biomarker/time
	Sensitivity (95% CI)
	Specificity (95% CI)
	NPV
	PPV
	TN
	FN
	TP
	FP
	N

	NSE 24 h 
	50.9 (45.5-56.4)
	84.8 (80.6-88.3)
	64.1 (59.5-68.4)
	76.5 (70.4-81.7)
	280
	157
	163
	50
	650

	NSE 48 h
	64.4 (58.7-69.7)
	91.9 (88.4-94.4)
	74.0 (69.5-78.1)
	87.9 (82.8-91.6)
	296
	104
	188
	26
	614

	NSE 72 h
	61.9 (55.9-67.5)
	95.8 (92.9-97.5)
	74.4 (69.9-78.5)
	92.3 (87.8-95.7)
	294
	101
	164
	13
	572

	NSE any time-point
	68.4 (63.3-73.2)
	82.2 (77.8-85.9)
	72.8 (68.2-76.9)
	78.9 (73.9-83.2)
	286
	107
	232
	62
	687

	S100B 24 h
	45.6 (40.3-51.1)
	92.1 (88.7-94.6)
	63.5 (59.1-67.7)
	84.9 (78.8-89.5)
	303
	174
	146
	26
	649

	S100B 48 h
	42.5 (36.9-48.2)
	92.0 (88.5-94.5)
	64.0 (59.6-68.3)
	82.7 (75.8-87.9)
	299
	168
	124
	26
	617

	S100B 72 h
	30.9 (25.7-36.8)
	95.5 (92.6-97.3)
	62.0 (57.6-66.3)
	85.4 (77.0-91.1)
	299
	183
	82
	14
	578

	S100B any time-point
	49.0 (43.7-54.3)
	87.8 (83.8-90.7)
	63.9 (59.5-68.1)
	79.4 (73.4-84.4)
	306
	173
	166
	43
	688

	NFL 24 h 
	87.4 (83.5-90.5)
	84.9 (80.8-88.3)
	87.4 (83.5-90.5)
	84.9 (80.8-88.3)
	298
	43
	298
	53
	692

	NFL 48 h
	90.0 (86.3-92.9)
	76.9 (72.1-81.0)
	89.0 (85.0-92.1)
	78.7 (74.3-82.6)
	259
	32
	289
	78
	658

	NFL 72 h
	91.6 (87.8-94.3)
	72.8 (67.7-77.3)
	90.7 (86.6-93.7)
	74.8 (70.0-79.1)
	235
	24
	261
	88
	608

	NFL any time-point
	93.3 (90.3-95.5)
	70.6 (65.7-75.1)
	91.3 (87.4-94.1)
	76.1 (71.9-79.9)
	252
	24
	335
	105
	716

	GFAP 24 h
	84.8 (80.7-88.3)
	72.0 (67.0-76.4)
	82.7 (78.1-86.6)
	75.0 (70.5-79.1)
	249
	52
	291
	97
	689

	GFAP 48 h
	87.5 (83.4-90.7)
	68.0 (62.8-72.7)
	85.0 (80.2-88.8)
	72.4 (67.7-76.6)
	227
	40
	280
	107
	654

	GFAP 72 h
	82.7 (77.9-86.7)
	77.5 (72.5-81.7)
	83.3 (78.6-87.1)
	76.8 (71.8-81.2)
	244
	49
	235
	71
	599

	GFAP any time-point
	90.8 (87.3-93.4)
	62.8 (57.7-67.7)
	87.1 (82.5-90.7)
	71.1 (66.8-75.1)
	223
	33
	325
	132
	713

	Tau 24 h
	83.0 (78.6-86.6)
	60.6 (55.4-65.6)
	78.7 (73.4-83.1)
	67.1 (62.4-71.4)
	214
	58
	283
	139
	694

	Tau 48 h
	87.6 (83.5-90.7)
	72.3 (67.3-76.8)
	86.0 (81.5-89.5)
	75.0 (70.4-79.1)
	245
	40
	282
	94
	661

	Tau 72 h
	84.3 (79.6-88.0)
	83.1 (78.6-86.8)
	85.7 (81.4-89.2)
	81.4 (76.6-85.4)
	270
	45
	241
	55
	611

	Tau any time-point
	92.5 (89.3-94.8)
	54.6 (49.4-59.7)
	87.8 (82.9-91.5)
	67.2 (63.0-71.2)
	195
	27
	332
	162
	716

	UCH-L1 24 h
	67.0 (61.8-71.7)
	88.8 (85.1-91.7)
	73.0 (68.6-77.1)
	85.6 (80.9-89.3)
	309
	114
	231
	39
	693

	UCH-L1 48 h
	64.1 (58.7-69.1)
	93.2 (90.1-95.5)
	73.2 (68.9-77.2)
	90.0 (85.4-93.2)
	317
	116
	207
	23
	663

	UCH-L1 72 h
	51.9 (46.1-57.7)
	96.9 (94.5-98.3)
	70.0 (65.6-74.0)
	93.6 (88.7-96.5)
	317
	136
	147
	10
	610

	UCH-L1 any time-point
	73.5 (68.7-77.8)
	85.4 (81.4-88.7)
	76.2 (71.8-80.1)
	83.5 (79.0-87.2)
	304
	95
	263
	52
	714


eTable 1. Prognostic accuracies of concentrations twice above normal values 
Sensitivities, specificities, negative predictive values (NPV) and positive predictive values (PPV) with 95% confidence intervals for 2x normal values for each serum biomarker at 24-72 h; hours after cardiac arrest using all data available. Neurological outcome was dichotomized into good (Cerebral Performance Categories Scale 1-2) and poor (Cerebral Performance Category Scale 3-5) at six months post-arrest. NSE; neuron-specific enolase, NFL; neurofilament light, GFAP; glial fibrillary acidic protein; total tau, and UCH-L1; ubiquitin carboxy hydrolase L1. Pathological concentrations were defined as 34.0 ng/mL for NSE, 0.21 µg/L for S100B,[1]  110 pg/mL for NFL,  44 pg/mL for GFAP, 3.10 pg/mL for tau and  654 pg/mL for UCH-L1. Prognostic accuracies on “any time-point” indicates that serum levels were elevated on at least one time-point. TN; true negative (low biomarker levels in good outcome patients), FN; false negative (low biomarker levels in poor outcome patients), TP; true positive (high biomarker levels in poor outcome patients), FP; false positive (high biomarker levels in good outcome patients). NPV; negative predictive value (amount of good outcome patients with normal serum concentrations), PPV; positive predictive value (amount of poor outcome patients with abnormal serum concentrations). N = number of samples.
	
	Normal levels of biomarkers
	Abnormal levels of biomarkers

	Presumed cause of death
	Cerebral
	Cardiac
	MOF
	Other
	Cerebral
	Cardiac
	MOF
	Other

	NSE
	9/24 (37.5)
	5/24 (20.8)
	3/24 (12.5)
	7/24 (29.2)
	182/290 (62.8)
	53/290 (18.3)
	41/290 (14.1)
	14/290 (4.8)

	S100B
	26/60 (43.3)
	18/60 (30.0)
	5/60 (8.3)
	11/60 (18.3)
	165/255 (64.7)
	39/255 (15.3)
	39/255 (15.3)
	12/255 (4.7)

	NFL
	3/9 (33.3)
	4/9 (44.4)
	1/9 (11.1)
	1/9 (11.1)
	201/326 (61.7)
	56/326 (17.2)
	47/326 (14.4)
	22/326 (6.7)

	GFAP
	2/7 (28.6)
	2/7 (28.6)
	1/7 (14.3)
	2/7 (28.6)
	201/327 (61.5)
	58/327 (17.7)
	47/327 (14.4)
	21/327 (6.4)

	Tau
	1/9 (11.1)
	5/9 (55.6)
	0/9 (0)
	3/9 (33.3)
	203/326 (62.3)
	55/326 (16.9)
	48/326 (14.7)
	20/326 (6.1)

	UCH-L1
	9/33 (27.3)
	12/33 (36.4)
	3/33 (9.1)
	9/33 (27.3)
	195/301 (64.8)
	48/301 (15.9)
	44/301 (14.6)
	14/301 (5.7)


eTable 2. Presumed cause of death in patients with normal or abnormal levels of brain injury markers
Presumed cause of death (numbers and percentages) according to treating physician in patients with serum concentrations within normal levels at all time-points, and in patients with 1 sample elevated above normal range as defined in methods. MOF; multi organ failure. NSE; neuron-specific enolase, NFL; neurofilament light, GFAP; glial fibrillary acidic protein; total tau, and UCH-L1; ubiquitin carboxy hydrolase L1.





eTable 3. Serum biomarkers cutoff points and specificities at 95% sensitivities 
	Time
	Marker
	Cutoff
	Specificity (95% CI)

	24 h
(N=626)

	NFL
	59.6 pg/mL
	0.68 (0.63-0.73)

	
	NSE
	11.0 ng/mL
	0.18 (0.14-0.23)

	
	S100
	0.06 µg/L
	0.23 (0.19-0.28)

	
	GFAP
	28.5 pg/mL
	0.52 (0.46-0.57)

	
	UCH-L1
	191.9 pg/mL
	0.38 (0.33-0.43)

	
	Tau
	1.45 pg/mL
	0.24 (0.19-0.29)

	48 h
(N=591)

	NFL
	66.3 pg/mL
	0.60 (0.55-0.65)

	
	NSE
	10.0 ng/mL
	0.23 (0.19-0.29)

	
	S100
	0.05 µg/L
	0.16 (0.12-0.20)

	
	GFAP
	28.7 pg/mL
	0.49 (0.43-0.54)

	
	UCH-L1
	155.3 pg/mL
	0.30 (0.25-0.35)

	
	Tau
	1.79 pg/mL
	0.47 (0.42-0.52)

	72 h
(N=555)

	NFL
	82.2 pg/mL
	0.64 (0.59-0.69)

	
	NSE
	8.6 ng/mL
	0.23 (0.18-0.27)

	
	S100
	0.04 µg/L
	0.18 (0.14-0.23)

	
	GFAP
	23.0 pg/mL
	0.47 (0.41-0.53)

	
	UCH-L1
	135.0 pg/mL
	0.39 (0.33-0.44)

	
	Tau
	1.22 pg/mL
	0.40 (0.35-0.46)


Cutoff points and specificities at 95% sensitivity (95% CI 0.92-0.97) for serum levels (measured at 24, 48, or 72 h) to separate good (CPC1-2) from poor (CPC3-5) outcome at 6-month follow-up. Sensitivities, specificities, and 95% CIs were generated by a bootstrap procedure (n = 1000 iterations). The corresponding ROC-curves can be seen in eFig. 2A-C. Patients with all six markers available at   time point were included, regardless of age to avoid selection bias within the cohort. A 95% sensitivity indicates that 95% of poor outcome patients had serum levels above the respective cutoffs. NFL was the marker with highest corresponding specificity at all time points, with maximum specificity at 24 h (68.0% of good outcome patients had serum concentrations <59.6 pg/mL). GFAP was the marker with the second highest specificity, with a maximum of 52.0% at 24 h. NFL was the only marker where cutoffs increased between 24 and 72 hours.


.
eTable 4. Serum biomarkers cutoff levels and sensitivities at 95% specificities 
	Time
	Marker
	Cutoff
	Sensitivity 
(95% CI)

	24 h
(N=626)

	NFL
	285.5 pg/mL
	0.75 (0.70-0.80)

	
	NSE
	48.8 ng/mL
	0.34 (0.29-0.39)

	
	S100
	0.25 µg/L
	0.42 (0.36-0.47)

	
	GFAP
	122.5 pg/mL
	0.47 (0.42-0.53)

	
	UCH-L1
	948.1 pg/mL
	0.57 (0.51-0.62)

	
	Tau
	21.48 pg/mL
	0.36 (0.31-0.41)

	48 h
(N=591)

	NFL
	538.8 pg/mL
	0.77 (0.72-0.82)

	
	NSE
	42.0 ng/mL
	0.60 (0.55-0.66)

	
	S100
	0.25 µg/L
	0.37 (0.31-0.42)

	
	GFAP
	145.5 pg/mL
	0.50 (0.45-0.56)

	
	UCH-L1
	730.2 pg/mL
	0.62 (0.56-0.67)

	
	Tau
	10.26 pg/mL
	0.70 (0.65-0.75)

	72 h
(=555)

	NFL
	606.1 pg/mL
	0.81 (0.76-0.85)

	
	NSE
	34.2 ng/mL
	0.63 (0.57-0.68)

	
	S100
	0.19 µg/L
	0.35 (0.30-0.41)

	
	GFAP
	111.0 pg/mL
	0.57 (0.51-0.63)

	
	UCH-L1
	573.1 pg/mL
	0.56 (0.50-0.61)

	
	Tau
	7.93 pg/mL
	0.71 (0.66-0.77)


Cutoff levels and sensitivity at 95% specificity (95% CI 0.92-0.97) for serum levels (measured at 24, 48, or 72 h) to separate good outcomes (CPC1-2) from poor outcomes (CPC3-5) at 6-month follow-up. Sensitivities, specificities, and 95% CIs were generated by a bootstrap procedure (n = 1000 iterations). The corresponding ROC-curves can be seen in eFig. 2A-C. Patients with all six markers available at 1 time-point were included, regardless of age to avoid selection bias within the cohort. A 95% specificity indicates that 95% of good outcome patients had serum levels below the stated cutoffs. NFL had the highest sensitivity, and tau the second highest sensitivity of all brain injury markers, with maximum at 72 hours. A sensitivity of 81% at 72 hours for NFL indicates that 81% of poor outcome patients had NFL serum levels 606.1 pg/mL and the remaining 19% of poor outcome patients had serum levels below this cutoff. When evaluating biomarker cutoff points at high specificities, it becomes obvious that serum concentrations are dynamic. NFL, for example, is the only marker with increasing cutoffs between 24 and 72 hours, while other markers peak early. 



	
	AUROC (95% CI)

	
	24 h
N = 371
	48 h
N = 365
	72 h
N = 362

	NSE
	0.72 (0.67 – 0.77)
	0.82 (0.78 – 0.87)
	0.85 (0.81 – 0.89)

	NSE TTM-adjusted
	0.72 (0.67 - 0.77)
	0.82 (0.78 – 0.87)
	0.85 (0.81 – 0.89)

	S100B
	0.76 (0.71 – 0.81)
	0.74 (0.69 – 0.79)
	0.73 (0.68 – 0.78)

	S100B TTM-adjusted
	0.75 (0.70 – 0.80)
	0.73 (0.68 – 0.78)
	0.73 (0.67 – 0.78)

	NFL
	0.92 (0.90 – 0.95)
	0.93 (0.91 – 0.96)
	0.94 (0.92 – 0.96)

	NFL TTM-adjusted
	0.92 (0.89 - 0.95)
	0.93 (0.91 – 0.96)
	0.94 (0.92 – 0.96)

	GFAP
	0.86 (0.82 – 0.90)
	0.85 (0.81 – 0.89)
	0.86 (0.82 – 0.90)

	GFAP TTM-adjusted
	0.83 (0.79 – 0.87)
	0.84 (0.80 – 0.88)
	0.85 (0.81 – 0.89)

	Tau
	0.78 (0.73 – 0.82)
	0.89 (0.86 – 0.92)
	0.89 (0.86 – 0.93)

	Tau TTM-adjusted
	0.74 (0.69 – 0.79)
	0.88 (0.84 – 0.91)
	0.90 (0.86 – 0.93)

	UCH-L1
	0.83 (0.79 – 0.87)
	0.85 (0.81 – 0.88)
	0.84 (0.80 – 0.88)

	UCH-L1 TTM-adjusted
	0.82 (0.77 – 0.86)
	0.84 (0.80 – 0.88)
	0.83 (0.79 – 0.87)


eTable 5. Prognostic accuracies of brain injury markers in indeterminate outcome and after adjusting for targeted temperature management

Logistic regression models for prediction of good (CPC 1-2) vs poor neurological outcome (CPC 3-5) at 6 months after cardiac arrest in patients classified as with “indeterminate outcome” according to the ERC/ESICM 2021 algorithm (Fig. 1). The area under the receiver operating characteristics curve (AUROC) is presented with 95% confidence intervals calculated with bootstrap procedures with n=2000 iterations (pROC package in R, version 3.5.1, The R Foundation for Statistical Computing). AUROC for NFL was significantly higher than all other markers (p<0.003) in paired bootstrap procedures and remained significant after adjusting for targeted temperature management (TTM). Only patients with all six markers available on the respective time point were included. NSE; neuron-specific enolase, NFL; neurofilament light chain, GFAP; glial fibrillary acidic protein, UCH-L1; ubiquitin carboxy hydrolase L-1.





	
	Pathological finding
	Time
	Awake
	NSE ng/mL
	NFL pg/mL
	GFAP
	Tau
	UCH-L1
	S100B

	
	
	
	
	24h
	48h
	72h
	24h
	48h
	72h
	24h
	48h
	72h
	24h
	48h
	72h
	24h
	48h
	72h
	24h
	48h
	72h

	1
	N20 bilat absent**
	77 h
	Day 5
	8.3
	5.8
	10.5
	20.4
	16.7
	19.1
	36.2
	17.9
	13.4
	3.22
	0.58
	0.44
	425.7
	231.6
	193.8
	0.13
	0.07
	0.07

	2
	Status myoclonus
	<72h
	Day 3
	NA
	NA
	NA
	23.9
	30.9
	28.1
	18.5
	22.6
	NA
	0.85
	0.68
	0.58
	78.8
	423.5
	112.6
	NA
	NA
	NA

	3
	CT oedema
	3 h
	Day 3
	15.3
	11.3
	NA
	121.6
	111.2
	NA
	44.5
	31.9
	NA
	1.87
	0.96
	NA
	121.0
	102.9
	NA
	0.08
	0.05
	NA

	4
	CT oedema
	10 h
	Day 5
	21.0
	16.6
	10.0
	73.7
	51.4
	51.2
	18.8
	7.3
	NA
	5.71
	2.87
	1.50
	157.1
	332.3
	95.8
	0.06
	0.06
	0.05

	5
	EEG highly malignant*
	75 h
	GCS-M 4 day 7
	34.3
	26.2
	15.7
	10.7
	47.7
	34.8
	24.8
	49.3
	53.9
	42.5
	32.8
	13.6
	480.1
	201.6
	145.9
	0.48
	0.27
	0.26


eTable 6. Good outcome patients with single pathological prognostic findings and normal levels of brain injury markers
This is a supplementary describing the good outcome patients with single pathological findings despite normal levels of brain injury markers in Table 4 “Coherence between normal biomarker levels and pathological neuroprognostic findings.” “Awake” indicates patients awake and able to obey commands. Normal values were defined as < 17.0 ng/mL for NSE, < 0.105 µg/L for S100B, < 55 pg/mL for NFL, similar to the highest normal values described by Hviid et al. < 22 pg/mL for GFAP, and < 1.55 pg/mL for tau representing 60% of values from plasma concentrations in a control group by Mattsson et al. and < 327 pg/mL for UCH-L1. Green color indicates that serum levels were within normal range. Yellow indicates < 1.5 x normal range. Orange indicates levels  1.5 - < 3 x normal range. Red indicates levels 3 <10 x normal range. Black indicates  10 x of normal value. N20 bilat. absent; bilaterally absent N20 potentials on somatosensory evoked potentials, status myoclonus; generalized status myoclonus <72 hours post-arrest, CT oedema; generalized oedema on head computed tomography evaluated by radiologist; EEG highly malignant according to ERC/ESICM 2021 criteria.  *This patient had highly malignant EEG with burst-suppression without discharges or highly epileptiform bursts during ongoing sedation [2]. **In retrospect, the participating site informed that the bilaterally absent N20-potentials were a technical artefact [3].








	
	Pathological findings 
	Time of
examination
	Time of death
	Presumed cause of death
	Reasons for WLST
	NSE ng/mL
	NFL pg/mL
	GFAP pg/mL
	Tau pg/mL
	UCH-L1 pg/mL
	S100B µg/L

	
	
	
	
	
	
	24h
	48h
	72h
	24h
	48h
	72h
	24h
	48h
	72h
	24h
	48h
	72h
	24h
	48h
	72h
	24h
	48h
	72h

	1
	N20 bilat. absent & highly malignant EEG (suppression)
	50h & 48 h 
	Day 4
	Cerebral
	NA
	9
	5
	10
	81
	184
	1043
	19260
	413
	71800
	12
	5
	3
	1223
	2199
	3072
	0.04
	5.02
	5.26

	2
	Status myoclonus & highly malignant EEG (burst-suppression)
	<72h & 59 h
	Day 3
	Cerebral
	Failing circulation & ethical
	16
	9
	NA
	300
	205
	NA
	17
	15
	NA
	2
	4
	NA
	561
	326
	NA
	0.09
	0.06
	NA

	3
	CT oedema
	Day 16
	Day 45
	Cerebral
	NA
	10
	17
	17
	2172
	2922
	5112
	62
	69
	137
	6
	9
	38
	900
	577
	713
	0.16
	0.11
	0.16

	4
	CT oedema
	121 h
	Day 7
	Cerebral
	Neuro
	26
	37
	NA
	764
	1704
	NA
	55
	778
	NA
	9
	21
	NA
	1048
	678
	NA
	0.07
	0.06
	NA

	5 
	CT oedema & bilat absent N20
	42 h & 53 h
	Day 4
	Cerebral
	Neuro
	27
	70
	47
	2045
	4275
	2318
	100
	124
	92
	21
	63
	14
	1492
	1071
	320
	0.09
	0.10
	0.09

	6
	CT oedema
	44 h
	Day 9
	Cerebral
	Neuro
	28
	75
	63
	1650
	5828
	5189
	58
	76
	59
	10
	54
	214
	863
	1952
	749
	0.09
	0.06
	0.05

	7
	CT oedema
	74 h
	Day 9
	Cerebral
	Neuro
	19
	55
	60
	1161
	3001
	3581
	49
	76
	90
	7
	65
	42
	941
	957
	393
	0.03
	0.05
	0.04

	8
	CT oedema
	212 h
	NA
	NA
	NA
	NA
	47
	84
	NA
	5376
	3461
	NA
	63
	7
	NA
	81
	31
	NA
	973
	316
	NA
	0.08
	0.08

	9
	Status myoclonus & bilat. absent PRCR
	-
	Day 3
	Cerebral
	Ethical & neuro
	12
	24
	NA
	593
	3411
	NA
	65
	188
	NA
	3
	26
	NA
	390
	282
	NA
	0.07
	0.05
	NA

	10
	N20 bilat absent & bilat absent PRCR
	89 h
	Day 5 
	Cerebral
	Neuro 
	44
	70
	86
	7111
	9734
	8123
	109
	108
	98
	46
	133
	80
	3097
	1590
	969
	0.10
	0.06
	0.05

	11
	Bilat. absent PRCR
	-
	Day 7
	Cerebral
	Neuro
	19
	17
	10
	2406
	2606
	2086
	155
	155
	133
	16
	12
	9
	467
	353
	281
	0.09
	0.08
	0.08


eTable 7. Poor outcome patients with pathological prognostic findings despite normal levels of brain injury markers
This is a supplementary describing the eleven poor outcome patients with pathological findings despite normal levels of brain injury markers in Table 4 “Coherence between normal biomarker levels and pathological neuroprognostic findings.” Poor neurological outcome was defined as (CPC 3-5) at six months. Please note that 8/11 patients had S100B as the only brain injury marker within normal range at all time-points with measurements available. Normal values were defined as < 17.0 ng/mL for NSE, < 0.105 µg/L for S100B, < 55 pg/mL for NFL, similar to the highest normal values described by Hviid et al. < 22 pg/mL for GFAP, and < 1.55 pg/mL for tau representing 60% of values from plasma concentrations in a control group by Mattsson et al. and < 327 pg/mL for UCH-L1. Green color indicates that serum levels were within normal range. Yellow indicates < 1.5 x normal range. Orange indicates levels  1.5 - < 3 x normal range. Red indicates levels 3 <10 x normal range. Black indicates  10 x of normal value. N20 bilat. absent; bilaterally absent N20 potentials on somatosensory evoked potentials, status myoclonus; generalized status myoclonus <72 hours post-arrest, CT oedema; generalized oedema on head computed tomography evaluated by radiologist; EEG highly malignant according to ERC/ESICM 2021 criteria. Bilat. absent PRCR; bilaterally absent pupillary and corneal reflexes. 
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Fig. 1B Samples available for included patients alive at each time-point:



   24h (n=717)   48h (n=695)   72h (n=660)
  
NFL   693 (96.7%)   659 (94.8%)   608 (86.2%)
NSE   650 (90.7%)   617 (88.8%)   578 (80.6%)
S100   649 (90.5%)   617 (88.8%)   578 (80.6%)
GFAP   689 (96.1%)   654 (94.1%)   598 (90.6%)
UCH-L1  693 (96.7%)   663 (95.4%)   609 (92.3%)
Tau   695 (96.9%)   662 (95.3%)   611 (92.6%)  
All ≥1 time-point 626 (87.3%)   591 (85.0%)   555 (84.1%)
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ROC CPC1−2 vs. CPC3−5 at 24h
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A ROC CPC1−2 vs. CPC3−5 at 48h
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B ROC CPC1−2 vs. CPC3−5 at 72h
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