SUPPLEMENTAL METHODS
Inclusion/exclusion criteria
Cohort 1: Cross-Sectional Reference Range
Note: The criteria below represent the consensus across the various clinical trial protocols used to recruit subjects for the cross-sectional cohort. Individual trial protocols may vary slightly in terms of acceptable age range, BMI, body weight, or exclusion criteria. 
[bookmark: _Hlk181810302]Inclusion: Subjects had to meet all the following criteria:
· Male or female subjects, who, at the time of screening, are 18-65 years of age. 
· Subjects who are overtly healthy as determined by medical evaluation including detailed medical history, full physical examination, clinical laboratory tests, and cardiovascular tests such as blood pressure, pulse rate measurement, 12-lead ECG, and/or telemetry.
· Body mass index (BMI) of 17.5 kg/m2 to 31 kg/m2; and a total body weight >50 kg (110 lbs). 
· Evidence of a personally signed and dated informed consent document indicating that the subject has been informed of all pertinent aspects of the study.
· Subjects who are willing and able to comply with scheduled visits, laboratory tests, lifestyle considerations and other study procedures.

Exclusion: Subjects were excluded from the study if any of the following criteria applied:
Medical conditions:
• Evidence or history of clinically significant hematological, renal, endocrine, pulmonary, gastrointestinal, cardiovascular, hepatic, psychiatric, neurological, or allergic disease (including drug allergies, but excluding untreated, asymptomatic, seasonal allergies at the time of dosing).
• Any condition possibly affecting drug absorption (eg, gastrectomy, cholecystectomy).
• History of human immunodeficiency virus (HIV) infection, hepatitis B, or hepatitis C infection; positive testing for HIV, hepatitis B surface antigen (HBsAg), or hepatitis C antibody (HCVAb). Hepatitis B vaccination was allowed.
• Other acute or chronic medical or psychiatric condition including recent (within the past year) or active suicidal ideation or behavior or laboratory abnormality that could increase the risk associated with study participation or investigational product administration or could interfere with the interpretation of study results and, in the judgment of the investigator, would make the participant inappropriate for entry into this study.



Prior/Concomitant therapy:
• Use of prescription or nonprescription drugs and dietary and herbal supplements within seven days or five half-lives (whichever is longer) prior to the first dose of investigational product.
Prior/Concurrent clinical study experience:
• Previous administration with an investigational drug within 30 days (or as determined by the local requirement) or five half-lives preceding the first dose of investigational product used in this study (whichever is longer).
Diagnostic assessments: 
• A positive urine drug test (Screening and Day -1 of Period 1), as confirmed by a single repeat.
• Screening supine blood pressure (BP) ≥140 mm Hg (systolic) or ≥90 mm Hg (diastolic), following at least five minutes of supine rest. If BP is ≥140 mm Hg (systolic) or ≥90 mm Hg (diastolic), the BP was to be repeated two more times and the average of the 3 BP values was used to determine the participant’s eligibility.
• Screening 12-lead ECG that demonstrates clinically relevant abnormalities that could affect participant safety or interpretation of study results (e.g., baseline corrected QT (QTc) interval >450 msec, complete left bundle branch block [LBBB], signs of an acute or indeterminate-age myocardial infarction, ST-T interval changes suggestive of myocardial ischemia, second- or third-degree atrioventricular [AV] block, or serious bradyarrhythmias or tachyarrhythmias). If the baseline uncorrected QT interval is >450 msec, this interval was rate-corrected using the Fridericia method and the resulting QTcF was used for decision making and reporting. If QTc exceeds 450 msec, or duration of ventricular muscle depolarization (QRS) exceeds 120 msec, the ECG was repeated two more times and the average of the 3 QTc or QRS values was used to determine the participant’s eligibility. Computer-interpreted ECGs were overread by a physician experienced in reading ECGs before excluding participants.
• Participants with ANY of the following abnormalities in clinical laboratory tests at Screening, as assessed by the study-specific laboratory and confirmed by a single repeat test, if deemed necessary:
· Aspartate aminotransferase (AST) or alanine aminotransferase (ALT) level ≥1.2 × upper limit of normal (ULN)
· Total bilirubin level ≥1.5 × ULN; participants with a history of Gilbert’s syndrome could have direct bilirubin measured and would be eligible for this study provided the direct bilirubin level is ≤ ULN.
· Screening estimated glomerular filtration rate (eGFR) <90 mL/min/1.73 m2
Other Exclusions:
• History of alcohol abuse or binge drinking and/or any other illicit drug use or dependence within 6 months of Screening. Binge drinking was defined as a pattern of five (male) and four (female) or more alcoholic drinks in about two hours. As a general rule, alcohol intake was not to exceed 14 units per week (1 unit = 8 ounces [240 mL] beer, 1 ounce [30 mL] of 40% spirit or 3 ounces [90 mL] of wine).
• Use of tobacco/nicotine containing products in excess of five cigarettes/day.
• Blood donation (excluding plasma donations) of approximately 1 pint (500 mL) or more within 60 days prior to the first dose of investigational product.
• Investigator site staff members directly involved in the conduct of the study and their family members, site staff members otherwise supervised by the investigator, or Pfizer employees, including their family members, directly involved in the conduct of the study.

Cohort 2: Longitudinal 
Inclusion: Subjects had to meet all the following criteria:
For participants < 65 years old
· Male and/or female participants between the ages of 18 and 64 years, inclusive, at the time of signing inform consent document (ICD). Healthy is defined as no clinically relevant abnormalities identified by a detailed medical history, full physical examination, including blood pressure (BP) and pulse rate (PR) measurement, 12-lead electrocardiogram (ECG) or clinical laboratory tests.
· Body Mass Index above 17.5 to 30.5 kg/m2; and a total body weight >50 kg at Screening
For participants ≥ 65 years old
· Female participants of non-childbearing potential and male participants who, at the time of signing the ICD, are between the age of 65 and 80 years, inclusive. Participants must be in good health as determined by the Investigator based on a detailed medical history, full physical examination (including blood pressure and pulse rate measurement), 12-lead ECG and clinical laboratory tests. Participants with mild, chronic, stable disease may be enrolled if deemed medically prudent by the investigator.
· Participants taking daily prescription or non-prescription medications for management of acceptable chronic medical conditions are to be on a stable dose, as defined by no change in dose for the 3 months prior to D1. Participants must be in a stable condition at screening.
· Female participants who are not of childbearing potential must meet at least one of the following criteria: i) have undergone a documented hysterectomy and/or bilateral oophorectomy; ii) have medically confirmed ovarian failure; iii) Achieved postmenopausal status. A postmenopausal state is defined as age 60 years or older or no menses for 12 months without an alternative medical cause. Status may be confirmed by having a serum follicle stimulating hormone (FSH) level within the laboratory’s reference range for postmenopausal women.
· Body Mass Index above 17.5 to 32 kg/m2; and a total body weight >50 kg at Screening.
• Evidence of a personally signed and dated informed consent document indicating that the participant has been informed of all pertinent aspects of the study.
• Participants who are willing and able to comply with all scheduled visits, laboratory tests, lifestyle considerations, and other study procedures.

Exclusion: Subjects were excluded from the study if any of the following criteria applied:
• Participants who are investigational site staff members directly involved in the conduct of the study and their family members, site staff members otherwise supervised by the Investigator, or participants who are Pfizer employees directly involved in the conduct of the study.
• Pregnant female participants and/or breastfeeding female participants.
• For participants <65 years old: Evidence or history of clinically significant hematological, renal, endocrine, pulmonary, gastrointestinal, cardiovascular, hepatic (including alcoholic liver disease, nonalcoholic steatohepatitis, autoimmune hepatitis, and hereditary liver diseases), psychiatric, neurological, or allergic disease (including drug allergies, but excluding untreated, asymptomatic, seasonal allergies at the time of dosing).
• For participants ≥65 years old: Participants with known cardiovascular disease (including atherosclerosis), hepatic (including alcoholic liver disease, nonalcoholic steatohepatitis, autoimmune hepatitis, and hereditary liver diseases) and renal diseases. Recent (eg, last 6 months) evidence of unstable disease or moderate to severe conditions which would, in the Investigator’s opinion, interfere with the study evaluations.
• Any condition which may interfere with obtaining fiberscan such as presence of ascites, tenderness over right upper quadrant, or open wound in the right upper quadrant area.
• Other acute medical or psychiatric condition including recent (within the past year) or active suicidal ideation or behavior or laboratory abnormality that may increase the risk associated with study participation or may interfere with the interpretation of study results and, in the judgment of the investigator, would make the participant inappropriate for entry into this study.
• History of human immunodeficiency virus (HIV), hepatitis B virus, or hepatitis C virus infection; positive testing for HIV, antibody against hepatitis A (AbHepA), hepatitis B surface antigen (HepBsAg), hepatitis B core antibody (HepBcAb), or hepatitis C antibody (HCVAb). As an exception, a positive hepatitis B surface antibody (HepBsAb) as a result of participant vaccination is permissible.
• Administration with an investigational drug within 30 days (or as determined by the local requirement) or 5 half-lives preceding screening (whichever is longer).
• For participants <65 years old: use of prescription or nonprescription drugs and dietary supplements within 7 days or 5 half-lives (whichever is longer). As an exception, acetaminophen/paracetamol may be used at doses of ≤1 g/day. Limited use of non-prescription medications that are not believed to affect participant safety or the overall results of the study may be permitted on a case-by-case basis following approval by the investigator.
For participants ≥65 years old: use of prescription or nonprescription drugs:
· Glucocorticoids and other immunosuppressives
· Anticoagulants (warfarin, phenprocoumon)
· Anti-platelets (aspirin, clopidogrel, prasugrel, etc.)
· Vasomodulators (pentoxifylline, prostaglandins, cilostazol, naftidrofuryl, L-arginin, buflomedin, nitrates).
· All concomitant treatments taken during the study must be recorded with indication, daily dose, and start and stop dates of administration. All participants will be questioned about concomitant treatment at each clinic visit.
• Liver steatosis or fibrosis assessed via FibroScan® assessment – Controlled attenuation parameter (CAPTM) ≥ 260 dB/m.
• Screening supine systolic blood pressure (BP) <90 mm Hg or >140 mm Hg following at least 5 minutes of supine rest; or Screening supine diastolic BP <50 mm Hg or >90 mm Hg following at least 5 minutes of supine rest. If a participant meets any of these criteria, the BP should be repeated 2 more times and the average of the 3 BP values should be used to determine the participant’s eligibility.
• Screening supine 12-lead ECG demonstrating QTcF >450 msec; or QRS interval >120 msec. If QTcF exceeds 450 msec, or QRS exceeds 120 msec, the ECG should be repeated 2 more times and the average of the 3 QTcF or QRS values should be used to determine the participant’s eligibility.
• Participants with ANY of the following abnormalities in clinical laboratory tests at screening, as assessed by the study-specific laboratory and confirmed by a single repeat test, if deemed necessary:
· Aspartate aminotransferase (AST)/serum glutamicoxaloacetic transaminase (SGOT) or alanine aminotransferase (ALT)/serum glutamic pyruvic transaminase (SGPT) level > upper limit of normal (ULN).
· Total bilirubin level > ULN; participants with a history of Gilbert’s syndrome may have direct bilirubin measured and would be eligible for this study provided the direct bilirubin level is ≤ ULN.
· For participants <65 years old: eGFR <90 mL/min/1.73 m2 based on the Chronic Kidney Disease Epidemiology CKD-EPI Collaboration equation.
· For participants ≥65 years old: eGFR) <60 mL/min/1.73 m2 based on the CKDEPI equation.
• Any use of tobacco or nicotine-containing products.
• History of regular alcohol consumption exceeding 14 drinks per week for female participants or 21 drinks per week for male participants (1 drink = 5 ounces [150 mL] of wine or 12 ounces [360 mL] of beer or 1.5 ounces [45 mL] of hard liquor) within 6 months before screening.
• Blood donation (excluding plasma donations) of approximately 1 pint (500 mL) or more within 60 days prior to D1.
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Suppl Table 1. Covariates evaluated for significant impact on baseline-normalized NfL values.
	Covariate
	numDF
	F-value
	p-value

	Hour_minute (continuous)
	1
	1.621
	0.207

	BMI (continuous)
	1
	0.194
	0.661

	Sex (as.factor)
	1
	0.002
	0.964

	Age (continuous)
	1
	3.567
	0.063

	Run (as.factor)
	3
	14.007
	2.24e-07



Suppl Table 2. 95% Confidence Intervals for visits 2 and 3 normalized to visit 1 (baseline)
	
	Mean
	Lower Limit
	Upper Limit

	Visit 2
	0.98
	0.67
	1.43

	Visit 3
	1.00
	0.61
	1.64





Suppl Table 3. Published datasets describing differences in serum or plasma NfL associated with CNS Injury or Disease
	[bookmark: Table_4_Published_Datasets]Disease/Injury state
	Biofluid
	Mean Patient Age (y)
	Mean Control (pg/mL)
	Mean Disease (pg/mL)
	Fold Diff. (Disease vs control)
	N (control / disease)
	Platform
	Ref
	PMID

	Alcohol dependence*
	Serum
	49
	9.42
	23.86
	2.53
	50 / 50
	Quanterix
	[56]
	34867542

	Alcohol dependence*
	Plasma
	45
	72.10
	264.20
	3.66
	114 / 147
	Aviva ELISA
	[43]
	37314537

	Alzheimer's Disease
	Plasma
	75
	32.10
	45.90
	1.43
	401 / 855
	Quanterix
	[62]
	31009028

	Alzheimer's Disease
	Serum
	73
	3.30
	30.80
	9.33
	129 / 10
	MSD
	[32]
	24073237

	Alzheimer's Disease
	Plasma
	74
	59.90
	127.40
	2.13
	67 / 20
	MSD
	[51]
	36937522

	Alzheimer's Disease
	Plasma
	69
	9.20
	34.90
	3.79
	70 / 44
	Quanterix
	[99]
	33883011

	Alzheimer's Disease
	Plasma
	72
	16.10
	26.30
	1.63
	89 / 131
	Quanterix
	[13]
	38830138

	Alzheimer's Disease
	Plasma
	70
	16.00
	32.35
	2.00
	22 / 12
	Quanterix
	[4]
	36674742

	Alzheimer's Disease (MCI)
	Plasma
	72
	32.10
	37.90
	1.18
	401 / 327
	Quanterix
	[62]
	31009028

	Amyotrophic Lateral Sclerosis (ALS)
	Serum
	62
	30.00
	97.00
	3.23
	25 / 40
	ECL ELISA
	[63]
	26273687

	Amyotrophic Lateral Sclerosis (ALS)
	Plasma
	64
	5.87
	220.78
	37.61
	129 / 4
	Quanterix
	[40]
	31401845

	Amyotrophic Lateral Sclerosis (ALS)
	Serum
	63
	3.30
	95.40
	28.91
	67 / 46
	MSD
	[32]
	24073237

	Amyotrophic Lateral Sclerosis (ALS)
	Plasma
	2
	12.00
	156.00
	13.00
	9 / 234
	Quanterix
	[8]
	34764380

	Amyotrophic Lateral Sclerosis (ALS)
	Plasma
	60
	NA
	NA
	1.42
	948 / 237
	Olink
	[84]
	38013452

	Anesthesia and surgery (24h)*+
	Plasma
	69
	22.30
	31.80
	1.57
	13 / 13
	Quanterix
	[26]
	29459944

	Anesthesia and surgery (48h)*+
	Plasma
	69
	22.30
	35.10
	1.67
	13 / 13
	Quanterix
	[26]
	29459944

	Anti-NMDA receptor encephalitis
	Serum
	25
	9.53
	30.91
	3.24
	84 / 64
	Quanterix
	[58]
	35041115

	Autism spectrum disorder
	Serum
	6
	28.40
	80.50
	2.83
	42 / 43
	MyBiosource ELISA
	[68]
	39069690

	Autism spectrum disorder
	Serum
	7
	3.55
	6.86
	1.93
	29 / 42
	Quanterix Simoa
	[83]
	36769380

	Bipolar disorder
	Serum
	33
	15.49
	25.70
	1.66
	29 / 25
	Aviva ELISA
	[6]
	36657346

	Bipolar disorder (early onset)
	Serum
	16
	47.60
	119.10
	2.50
	40 / 38
	Cloud Clone
	[19]
	37003244

	Brain Metastasis from lung cancer
	Serum
	64
	16.00
	35.00
	2.19
	43 / 27
	Quanterix
	[97]
	33023150

	CADASIL (Cerebral autosomal dominant arteriopathy with subcortical infarcts and leukoencephalopathy)
	Serum
	41
	1.66
	6.31
	3.80
	22 / 41
	Quanterix
	[36]
	30656183

	CADASIL
	Plasma
	67
	7.77
	72.10
	9.28
	14 / 23
	Quanterix
	[21]
	35584924

	Cerebral amyloid angiopathy-related intracranial hemorrhage
	Serum
	70
	14.30
	70.10
	4.90
	95 / 68
	Quanterix
	[20]
	33221749

	Cerebral infarcts in children with sickle cell anemia
	Plasma
	7
	3.06
	27.85
	9.10
	27 / 54
	Quanterix
	[37]
	37581299

	Chemotherapy-induced cognitive impairment*
	Serum
	47
	14.38
	339.00
	23.57
	37 / 19
	ECL ELISA
	[78]
	34439351

	Chronic cocaine use*
	Plasma
	33
	4.85
	6.75
	1.39
	35 / 35
	Quanterix
	[7]
	37000398

	Creutzfeldt-Jakob disease
	Plasma
	67
	9.20
	349.70
	38.01
	70 / 83
	Quanterix
	[99]
	33883011

	Dementia with Lewy Bodies
	Plasma
	72
	16.10
	27.80
	1.73
	89 / 342
	Quanterix
	[13]
	38830138

	Early neurological deterioration in minor stroke
	Plasma
	64
	48.28
	65.20
	1.35
	30 / 29
	Quanterix
	[91]
	36388185

	Eclampsia
	Plasma
	22
	8.23
	18.00
	2.19
	137 / 60
	Quanterix
	[12]
	36549047

	Eclampsia (pre- without neurol complications)
	Plasma
	25
	8.23
	14.80
	1.80
	28 / 28
	Quanterix
	[12]
	36549047

	Eclampsia (pre)
	Plasma
	29
	11.90
	68.00
	5.71
	18 / 22
	Quanterix
	[10]
	29719006

	Eclampsia (pre)
	Serum
	34
	18.20
	28.70
	1.58
	18 / 16
	Quanterix
	[27]
	29686016

	Eclampsia (pre)
	Plasma
	28
	5.25
	8.85
	1.69
	18 / 22
	Quanterix
	[29]
	35269411

	Friedrich's ataxia
	Serum
	38
	21.20
	26.10
	1.23
	30 / 99
	Quanterix
	[39]
	32002649

	Friedrich's ataxia
	Serum
	31
	7.86
	18.20
	2.32
	10 / 43
	Quanterix
	[23]
	32385683

	Fronto-temporal dementia
	Serum
	65
	19.60
	77.90
	3.97
	28 / 67
	Quanterix
	[74]
	27581216

	Fronto-temporal dementia
	Serum
	62
	8.90
	29.30
	3.29
	17 / 19
	Quanterix
	[88]
	37101834

	Fronto-temporal dementia
	Plasma
	63
	16.00
	30.31
	1.89
	22 / 11
	Quanterix
	[4]
	36674742

	Fronto-temporal dementia
	Serum
	51
	15.10
	72.70
	4.81
	27 / 20
	Quanterix
	[2]
	30953863

	GM1-gangliosidosis, age of onset 0-2  years
	Plasma
	3
	3.94
	363.70
	92.31
	66 / 7
	Quanterix
	[94]
	35242574

	GM2-gangliosidosis, age of onset 0-2 years
	Plasma
	7
	3.94
	167.30
	42.46
	66 / 18
	Quanterix
	[94]
	35242574

	GM2-gangliosidosis, age of onset 3-4 years
	Plasma
	7
	3.94
	51.20
	12.99
	66 / 2
	Quanterix
	[94]
	35242574

	GM2-gangliosidosis, age of onset 5-10 years
	Plasma
	7
	3.94
	17.00
	4.31
	66 / 6
	Quanterix
	[94]
	35242574

	HIV-associated dementia
	Plasma
	43
	9.30
	114.00
	12.26
	19 / 20
	Quanterix
	[35]
	26870824

	HIV-associated dementia (CD4<50 asymptomatic)
	Plasma
	41
	9.30
	39.60
	4.26
	19 / 11
	Quanterix
	[35]
	26870824

	Huntington's disease Stage 1
	Plasma
	48
	18.11
	52.18
	2.88
	97 / 66
	Quanterix
	[17]
	28601473

	Huntington's disease Stage 2
	Plasma
	51
	18.11
	57.48
	3.17
	97 / 31
	Quanterix
	[17]
	28601473

	Huntington's disease Stage 2
	Plasma
	42
	42.24
	80.17
	1.90
	30 / 14
	MSD
	[70]
	38815362

	Huntington's disease Stage 3
	Plasma
	56
	42.24
	117.80
	2.79
	30 / 27
	MSD
	[70]
	38815362

	Huntington's disease Stage I-II
	Plasma
	55
	17.77
	40.89
	2.30
	6 / 31
	Quanterix
	[45]
	37541133

	Huntington's disease Stage III-V
	Plasma
	58
	17.77
	46.41
	2.61
	6 / 30
	Quanterix
	[45]
	37541133

	ICANS (CAR-T) baseline > all ICANS*
	Plasma
	64
	29.40
	87.60
	2.98
	19 / 11
	Quanterix
	[15]
	36048456

	ICANS (CAR-T) baseline > grade 1-2*
	Plasma
	64
	29.40
	115.30
	3.92
	19 / 4
	Quanterix
	[15]
	36048456

	ICANS (CAR-T) baseline > grade 3+*
	Plasma
	64
	29.40
	71.70
	2.44
	19 / 7
	Quanterix
	[15]
	36048456

	Intracranial hemorrhage
	Plasma
	59
	12.30
	79.80
	6.49
	153 / 300
	Quanterix
	[102]
	37008068

	Ketamine dependence*
	Serum
	33
	6.70
	12.30
	1.84
	86 / 23
	Quanterix
	[42]
	36640660

	Ketamine dependence + MDD*
	Serum
	33
	6.70
	19.30
	2.88
	86 / 30
	Quanterix
	[42]
	36640660

	Ketamine dependence, persistent psychosis*
	Serum
	33
	5.80
	17.70
	3.051724138
	80 / 11
	Quanterix
	[22]
	39111088

	Ketamine dependence, no persistent psychosis*
	Serum
	33
	5.80
	10.30
	1.775862069
	80 / 53
	Quanterix
	[22]
	39111088

	Major depressive disorder (MDD)
	Serum
	31
	15.49
	20.42
	1.32
	29 / 24
	Aviva ELISA
	[6]
	36657346

	MELAS acute attack
	Serum
	34
	7.70
	146.73
	19.06
	16 / 15
	Quanterix
	[103]
	33479417

	MELAS remission
	Serum
	31
	7.70
	40.31
	5.24
	16 / 10
	Quanterix
	[103]
	33479417

	Multiple Sclerosis (Pediatric Onset )
	Serum
	16
	3.90
	19.64
	5.04
	201 / 142
	Quanterix
	[104]
	37031551

	Multiple Sclerosis (RRMS)
	Both
	37
	16.90
	30.50
	1.80
	35 / 256
	Quanterix
	[54]
	30737333

	Multiple Sclerosis (RRMS)
	Both
	37
	16.90
	27.00
	1.60
	35 / 286
	Quanterix
	[54]
	30737333

	Multiple Sclerosis (5-10 years prior to diagnosis)
	Serum
	25
	5.80
	6.40
	1.10
	163 / 163
	Quanterix
	[46]
	35502756

	Multiple Sclerosis (<5 years prior to diagnosis)
	Serum
	27
	7.40
	9.60
	1.30
	112 / 112
	Quanterix
	[46]
	35502756

	Multiple System Atrophy (MSA)
	Plasma
	58
	10.27
	35.95
	3.50
	211 / 214
	Quanterix
	[71]
	37184660

	Myalgic Encephalomyelitis
	Plasma
	45
	6.69
	8.80
	1.32
	43 / 67
	Lumipulse
	[5]
	39062112

	Myelin oligodendrocyte glycoprotein antibody-associated disease 
	Serum
	8.80
	3.90
	32.70
	8.38
	201 / 20
	Quanterix
	[104]
	37031551

	Myotonic dystrophy type 1
	Serum
	48
	6.24
	25.32
	4.06
	22 / 40
	Quanterix
	[67]
	35575811

	Myotonic dystrophy type 1
	Plasma
	46
	6.90
	11.90
	1.72
	70 / 40
	Quanterix
	[87]
	35126292

	Neiman-Pick Type C Disease
	Plasma
	29
	11.20
	25.60
	2.29
	24 / 14
	Protein Simple
	[24]
	34682919

	Neurocognitive disorder in Down's Syndrome (Major)
	Plasma
	57
	29.70
	54.80
	1.85
	24 / 16
	Quanterix
	[69]
	34188117

	Neurocognitive disorder in Down's Syndrome (Mild)
	Plasma
	55
	29.70
	51.40
	1.73
	7 / 24
	Quanterix
	[69]
	34188117

	Neuromyelitis optica spectrum disorder
	Plasma
	49
	11.50
	18.30
	1.59
	38 / 92
	Quanterix
	[101]
	34777577

	Neuronal ceroid lipofuscinosis type 2 (CLN2)
	Plasma
	4
	3.21
	153.20
	47.73
	10 / 20
	Quanterix
	[75]
	31814335

	Neurosarcoidosis
	Plasma
	52
	7.10
	28.20
	3.97
	36 / 24
	Quanterix
	[16]
	33672795

	Neurosurgical trauma (1 month)+
	Serum
	47
	17.0
	51.00
	3.00
	12 / 12
	Quanterix
	[9]
	27536708

	Obstetric posterior reversible encepalopathy syndrome
	Serum
	32
	10.00
	20.50
	2.05
	99 / 123
	Quanterix
	[28]
	34550542

	Obstructive sleep apnea
	Serum
	7
	19.13
	31.68
	1.66
	49 / 56
	not stated
	[82]
	35879699

	Parkinson's Disease (early)
	Serum
	62
	10.47
	12.28
	1.17
	56 / 133
	Quanterix
	[76]
	32334380

	Parkinson's Disease
	Serum
	62
	11.50
	13.00
	1.13
	168 / 508
	Quanterix
	[73]
	37284018

	Pediatric Acquired Demyelinating Syndrome
	Plasma
	6.30
	12.47
	89.72
	7.20
	12 / 15
	Quanterix
	[41]
	36993944

	SCA1 (ataxic)
	Serum
	45
	6.00
	31.60
	5.27
	89 / 23
	Quanterix
	[96]
	35264424

	SCA1 (ataxic)
	Plasma
	47
	5.70
	47.00
	8.25
	39 / 14
	Quanterix
	[85]
	36797067

	SCA1 (pre-ataxic)
	Serum
	26
	6.00
	15.50
	2.58
	89 / 17
	Quanterix
	[96]
	35264424

	SCA1 (pre-ataxic)
	Plasma
	39
	5.70
	18.00
	3.16
	39 / 31
	Quanterix
	[85]
	36797067

	SCA2
	Serum
	40
	6.81
	27.61
	4.05
	20 / 23
	Quanterix
	[98]
	34706976

	SCA2
	Serum
	41
	6.79
	26.07
	3.84
	9 / 49
	Quanterix
	[98]
	34706976

	SCA3 (ataxic)
	Plasma
	41
	5.70
	31.40
	5.51
	39 / 80
	Quanterix
	[85]
	36797067

	SCA3 (ataxic)
	Serum
	52
	8.60
	34.80
	4.05
	77 / 75
	Quanterix
	[95]
	32510847

	SCA3 (ataxic)
	Serum
	51
	19.40
	85.50
	4.41
	48 / 27
	Quanterix
	[95]
	32510847

	SCA3 (ataxic)
	Serum
	43
	9.07
	37.56
	4.14
	9 / 17
	Quanterix
	[55]
	31684998

	SCA3 (ataxic)
	Serum
	50
	9.10
	41.50
	4.56
	21 / 90
	Quanterix
	[55]
	31684998

	SCA3 (pre-ataxic)
	Plasma
	23
	5.70
	19.80
	3.47
	39 / 36
	Quanterix
	[85]
	36797067

	SCA3 (pre-ataxic)
	Serum
	34
	8.60
	29.10
	3.38
	77 / 8
	Quanterix
	[95]
	32510847

	SCA3 (pre-ataxic)
	Serum
	37
	19.40
	47.30
	2.44
	48 / 14
	Quanterix
	[95]
	32510847

	SCA3 (pre-ataxic)
	Serum
	31
	6.88
	15.03
	2.18
	21 / 26
	Quanterix
	[55]
	31684998

	Schizophrenia (early-onset)
	Serum
	16
	47.60
	125.60
	2.64
	40 / 35
	Cloud Clone
	[19]
	37003244

	Stroke (0-8 days)
	Plasma
	66
	12.30
	55.80
	4.54
	79 / 252
	Quanterix
	[34]
	33177179

	Stroke (9-20 days)
	Plasma
	66
	12.30
	505.20
	41.07
	79 / 62
	Quanterix
	[34]
	33177179

	Systemic lupis Erythematosus with neuropsychiatric involvement
	Plasma
	36
	5.13
	7.24
	1.41
	26 / 44
	Quanterix
	[100]
	36494778

	TBI
	Serum
	43
	6.30
	12.80
	2.03
	68 / 162
	Quanterix
	[80]
	32641538

	TBI
	Serum
	46
	11.8
	25.8
	2.19
	156 / 240
	Quanterix
	[47]
	38898030

	TBI (mild)
	Serum
	22
	9.00
	22.00
	2.44
	14 / 14
	Quanterix
	[81]
	28404801

	TBI with Intracranial abnormality on head CT scan
	Plasma
	44
	8.80
	20.40
	2.32
	63 / 144
	Quanterix
	[52]
	29690824

	Vascular dementia
	Serum
	69
	8.49
	19.26
	2.27
	80 / 96
	Quanterix
	[57]
	33204362

	Wolfram syndrome
	Plasma
	14
	5.60
	11.30
	2.02
	35 / 38
	Quanterix
	[25]
	35495027

	X-linked adenoleukodystrophy (adrenomyeloneuropathy)
	Both
	40
	6.50
	10.60
	1.63
	48 / 7
	Quanterix
	[93]
	33753741

	X-linked adenoleukodystrophy (cerebral inflammatory demyelination)
	Both
	44
	6.50
	55.80
	8.58
	48 / 11
	Quanterix
	[93]
	33753741

	X-linked cerebral adrenoleukodystrophy
	Plasma
	37
	11
	55.8
	5.07
	26 / 15
	Quanterix
	[92]
	37683329


*Datasets that reflect potential drug-induced NS injury; +Datasets normalized to baseline rather than a between-group comparison; mean age included was from the disease group; Diff. = difference; Ref = reference; PMID = PubMed identifier


Suppl Table 4. Published datasets describing differences in serum or plasma NfL associated with PNS injury or disease
	[bookmark: Table_5_Published_Datasets_Descr_Changes]Disease/Injury state
	Biofluid
	Mean Age (y)
	Mean Control (pg/mL)
	Mean Disease (pg/mL)
	Fold Diff.
	N (control/ disease)
	Platform
	Ref
	PMID

	Charcot-Marie-Tooth disease
	Plasma
	39
	5.62
	13.86
	2.47
	56 / 83
	Quanterix
	[64]
	33340200

	Charcot-Marie-Tooth disease
	Plasma
	46
	15.57
	25.63
	1.65
	67 / 75
	Quanterix
	[77]
	29321234

	Charcot-Marie-Tooth disease
	Plasma
	38
	5.20
	12.50
	2.40
	64 / 101
	Quanterix
	[79]
	37165526

	Chemotherapy-induced peripheral neuropathy*+
	Serum
	50
	26.05
	65.70
	4.61
	29 / 29
	Quanterix
	[44]
	35133982

	Chemotherapy-induced peripheral neuropathy*+
	Serum
	50
	18.50
	255.80
	13.80
	27 / 27
	Quanterix
	[90]
	36094631

	Chemotherapy-induced peripheral neuropathy*+
	Plasma
	61
	15.30
	348.00
	22.70
	10 / 10
	Quanterix
	[1]
	39099324

	Chemotherapy-induced peripheral neuropathy grade 2 (6 mo)*+
	Serum
	59
	20.10
	127.00
	6.32
	25 / 25
	Quanterix
	[49]
	32409710

	Chemotherapy-induced peripheral neuropathy grade 3 (6 mo)* +
	Serum
	62
	16.10
	373.40
	23.19
	5 / 5
	Quanterix
	[49]
	32409710

	Chemotherapy-induced peripheral neuropathy (ongoing)*
	Serum
	64
	14.80
	93.40
	6.31
	18 / 34
	Protein Simple
	[18]
	36802032

	Chemotherapy-induced peripheral neuropathy (past)*
	Serum
	66
	14.80
	45.30
	3.06
	18 / 36
	Protein Simple
	[18]
	36802032

	Chemotherapy-induced peripheral neuropathy grade 2*+
	Serum
	66
	27.00
	153.00
	5.67
	88 / 23
	Quanterix
	[14]
	36114333

	Chemotherapy-induced peripheral neuropathy grade 3*+
	Serum
	67
	27.00
	95.00
	3.52
	88 / 11
	Quanterix
	[14]
	36114333

	Chemotherapy-induced peripheral neuropathy grade 3 (2nd cycle)*+
	Serum
	62
	65.30
	225.80
	3.46
	12 / 12
	Quanterix
	[50]
	36059704

	Chemotherapy-induced peripheral neuropathy grade 3 (4th cycle)*+
	Serum
	62
	65.30
	324.10
	4.96
	12 / 12
	Quanterix
	[50]
	36059704

	Chemotherapy-induced peripheral neuropathy grade 3 (6th cycle)*+
	Serum
	62
	65.30
	506.00
	7.75
	12 / 12
	Quanterix
	[50]
	36059704

	Chronic inflammatory demyelinating polyneuropathy
	Serum
	60
	12.20
	166.60
	13.66
	7 / 11
	Quanterix
	[38]
	33617139

	Chronic inflammatory demyelinating polyneuropathy
	Serum
	61
	24.03
	47.33
	1.97
	30 / 29
	Quanterix
	[89]
	30973667

	Chronic inflammatory demyelinating polyneuropathy
	Serum
	48
	7.71
	29.63
	3.84
	14 / 58
	Quanterix
	[31]
	33797627

	COVID-19 critical illness polyneuropathy
	Plasma
	61
	156.83
	631.43
	4.03
	7 / 11
	Quanterix
	[30]
	33875374

	Diabetic peripheral neuropathy
	Serum
	63
	9.88
	14.69
	1.49
	30 / 63
	Quanterix
	[65]
	34480211

	Guillain-Barré syndrome
	Serum
	55
	9.10
	85.50
	9.40
	27 / 22
	Quanterix
	[3]
	32183837

	Guillain-Barré syndrome
	Serum
	60
	3.30
	79.40
	24.06
	67 / 19
	MSD assay
	[32]
	24073237

	Guillain-Barré syndrome
	Serum
	57
	9.83
	55.49
	5.64
	53 / 98
	Quanterix
	[61]
	33154183

	Guillain-Barré syndrome
	Serum
	58
	50.70
	2603.00
	51.34
	19 / 21
	Quanterix
	[53]
	33030817

	Hereditary transthyretin amyloidosis neuropathy
	Plasma
	66
	15.45
	68.40
	4.43
	16 / 20
	Quanterix
	[48]
	31583784

	Hereditary transthyretin amyloidosis neuropathy
	Plasma
	41
	5.57
	29.37
	5.27
	16 / 13
	Quanterix
	[59]
	31906707

	Hereditary transthyretin amyloidosis neuropathy
	Plasma
	55
	5.57
	117.06
	21.02
	16 / 5
	Quanterix
	[59]
	31906707

	Hereditary transthyretin amyloidosis neuropathy
	Plasma
	61
	16.25
	69.43
	4.27
	57 / 189
	Quanterix
	[86]
	33087494

	Hereditary transthyretin amyloidosis neuropathy
	Serum
	73.5
	8
	54.40
	7.16
	21 / 13
	ProteinSimple
	[33]
	38700599

	Leprotic Neuropathy
	Serum
	42
	3.42
	7.50
	2.19
	30 / 20
	SinoGeneClon
	[66]
	37661825

	Sarcopenia (pre)
	Plasma
	67
	23.30
	25.30
	1.09
	202 / 76
	Aviva ELISA
	[72]
	35415973

	Sarcopenia 
	Plasma
	65
	23.30
	33.60
	1.44
	202 / 22
	Aviva ELISA
	[72]
	35415973

	Various peripheral neuropathies
	Serum
	66
	6.63
	22.93
	3.46
	37 / 37
	Quanterix
	[60]
	32462349

	Vasculitic neuropathy
	Serum
	57
	25.62
	586.91
	22.91
	30 / 11
	Quanterix
	[11]
	28743789


*Datasets that reflect potential drug-induced NS injury; +Datasets normalized to baseline rather than a between-group comparison; mean age included was from the disease group; Diff. = difference; Ref = reference; PMID = PubMed identifier


