eMethods 
Study design and participants 
The cutoff values of cerebrospinal fluid (CSF) Alzheimer's disease (AD) biomarkers were established using a test cohort selected from our clinical practice (cutoff-derived cohort). The performance of these cutoffs was then evaluated for identifying visual amyloid positron emission tomography (Aβ-PET) status in another validation cohort (cutoff-validated cohort). 
The cutoff-derived cohort comprised of 77 participants, including 32 AD patients enrolled from the outpatients registered in the memory clinic and 45 cognitively unimpaired (CU) controls enrolled from community. Individuals with AD were required to meet the National Institute of Aging (NIA) and Alzheimer’s Association (AA) diagnostic criteria for probable AD [1] and had positive results of Aβ-PET. CU controls were required to have no cognitive impairment, verified according to no significant impairment in cognitive function or activities of daily living, no cognitive complaints or cognitive impairments reported by informants. 
We included 62 participants who had available CSF samples and Aβ-PET imaging to verify the concordance of CSF measures with Aβ-PET status. Diagnoses included 35 subjects with AD, 6 with frontotemporal dementia, 3 with vascular dementia, and 18 with other diagnoses. 
Assessment of diagnosis and diagnostic confidence 
Pre- and post-CSF etiological diagnoses were established at weekly multidisciplinary meetings. Etiologic diagnoses were categorized as AD (e.g., typical, atypical, or mixed AD) or non-AD. The non-AD diagnoses were further grouped into DLB, FTD, VCI, CJD, OND, NND and undetermined. The neurologists were asked to determine diagnostic confidence based on the suspected diagnosis using a numeric scale from 0% (definitely not) to 100% (very certain) with incremental 5% intervals. For patients with consistent diagnoses, diagnostic confidence was calculated as the average of an intermediate (M.-Y.W.) and a senior neurologist’s (K.-L.C.) assessments. In case where significant difference existed in the diagnosis among clinicians, a third senior physician was consulted to make the final judgement. 
Amyloid PET imaging 
All procedures regarding the Aβ-PET procedure using 18F-florbetapir have been described in detail elsewhere [3]. Visual reading for PET scans (positive or negative) were performed by two experienced nuclear medicine physicians, who were masked to clinical information. A third senior diagnostician made the judgment in the case of disagreement.
CSF quality control
To ensure test reliability, each test was run with two internal controls (Co 1, Co 2). The concentrations of calibrators and the acceptance ranges of controls are lot-dependent and given on the quality control certificate enclosed with this test instruction. For every group of tests performed, the values of the concentrations must lie within the limits stated for the relevant test kit lot. If the values specified for the controls are not achieved, the test results may be inaccurate and the test should be repeated. The standard curve from which the biomarker concentrations in the CSF sample can be taken was calculated by point-to-point plotting of the extinction values measured for the 6 calibrators against the corresponding units. If the extinction for a patient sample lies above the value of calibrator 6, it is recommended that the sample be diluted with sample buffer before following the test instruction.
eStatistical analysis
Pairwise analyses of demographic data and biomarker levels were conducted using chi-square tests for categorical variables, Student's t-tests, Mann-Whitney U tests or Kruskal-Wallis test for continuous variables. Comparisons of two areas under the receiver operating characteristic curves (AUCs) was performed using the DeLong test. We evaluated the concordance between the CSF biomarkers and the visual amyloid PET results using percent agreement. Positive percent agreement (PPA), referred to as the proportion of subjects identified as visual amyloid PET-positive who were also confirmed positive by CSF biomarker analysis. Negative percent agreement (NPA), referred to as the proportion of subjects identified as amyloid PET-negative who were also confirmed negative by CSF biomarker analysis. Overall percent agreement (OPA), calculated by adding the subjects who were both PET-positive and CSF biomarker-positive to those who were PET-negative and CSF biomarker-negative and dividing by the total cohort. For comparison of pre and post-CSF change in diagnostic confidence levels, paired Wilcoxon signed rank tests were used for continuous variables. Differences in the increase in diagnostic confidence were assessed using a Kruskal-Wallis rank sum test. In case the number of groups in the comparison was larger than 2 (i.e., SCD vs. MCI, MCI vs. dementia, and SCD vs. dementia; or AD continuum vs. NAP, NAP vs. normal, AD continuum vs. normal), Dunn all-pairs rank comparison test was adjusted using Bonferroni correction.
A two-sided p-value <0.05 was considered statistically significant. We used SPSS version 26 and R version 4.2.3 (R Foundation for Statistical Computing) software for statistical analysis. 
eResults
Characteristics of cutoff-derived and -validated cohort
The cutoff-derived cohort were on average 57.7 ± 8.2 years old, and 35 (45.5%) were male. There were no significant difference observed between AD patients and CU individuals, with respect to age, sex and education. AD subjects had lower Mini-Mental State Examination scores than the CU (Table S1). 
[bookmark: OLE_LINK2]The demographic characteristics and CSF biomarker levels of the cutoff-validated cohort were shown in Table S1. Based Aβ-PET results, 36 patients were Aβ-positive and 26 were Aβ- negative. Patients in the two subgroups displayed no differences in age, sex and education. Patients with Aβ-positive status performed worse on MMSE than the Aβ-negative group. 
Performance of CSF biomarker cutoff values
We performed ROC analyses to determine the cutoff values of CSF biomarkers (Table S2). The Youden index resulted in an optimal cut-points of 759 pg/ml for Aβ42 (sensitivity 81.25%, specificity 64.44%, AUC 0.80). The cutoff values of p-tau181 and t-tau were 50 pg/mL (sensitivity 87.50%, specificity 95.56%, AUC 0.95) and 399 pg/mL (sensitivity 71.88%, specificity 73.33%, AUC 0.76). With respect to the Aβ42 ratios, the best-performing cutoffs were 0.145 for Aβ42/Aβ40 ratio (sensitivity 100.00%, specificity 57.78%, AUC 0.86), 0.060 for p-tau181/Aβ42 ratio (sensitivity 96.88%, specificity 98.00%, AUC 0.99) and 0.550 for t-tau/Aβ42 ratio (sensitivity 96.88%, specificity 73.33%, AUC 0.88), respectively. 
[bookmark: _Hlk120541255]By using DeLong test, the p-tau181/Aβ42 ratio performed best at discriminating amyloid status, with higher AUC than t-tau/Aβ42 ratio (p = 0.002), Aβ42/Aβ40 ratio (p = 0.001), and Aβ42 alone (p < 0.001). For distinguishing AD from CU, CSF p-tau181 showed similar performance with p-tau181/Aβ42 ratio, with no significant difference (p = 0.08). 
Validation of the defined biomarker ratios and Aβ42 alone cutoffs
Similar to the cutoff-derived cohorts, the median level of CSF Aβ42 and Aβ42/Aβ40 ratio were lower in the Aβ-positive than the Aβ-negative group, and p-tau181, ptau181/Aβ42 and t-tau/Aβ42 ratios were higher vice versa. Application of the predefined Aβ42 ratios and Aβ42 as the cutoffs, the ratios had better concordance with amyloid PET status (82.3% for p-tau181/Aβ42, 80.6% for t-tau/Aβ42, 77.4% for Aβ42/Aβ40) than Aβ42 alone (71.0%), whereas no statistical significance was observed (Figure S2A, B and C). 
When applying the cutoff values instructed by the EUROIMMUN (A+: Aβ42/Aβ40 ratio ≤ 0.1 or Aβ42 ≤ 570 pg/ml), the OPA between visual amyloid PET status and CSF biomarkers were 66.1% for Aβ42/Aβ40 ratio (PPA 55.6%, NPA 80.8%), 61.3% for Aβ42 alone (PPA 52.8%, NPA 73.1%) respectively (Figure S2D). The number of cases with discordant CSF Aβ status compared with visual PET assessments was reduced when using the pre-defined cutoffs (14 [22.6%] for Aβ42/Aβ40 ratio; 18 [29.0%] for Aβ42) than the ELISA-kit instructed values (21 [33.9%] for Aβ42/Aβ40 ratio; 24 [38.7%] for Aβ42). Cutoffs derived from the test-cohort (any abnormal Aβ42, Aβ42/Aβ40, p-tau181/Aβ42, t-tau/Aβ42ratio denoted CSF amyloid status) displayed a higher PPA (97.2% vs 72.2%, p=0.003) than that of instructed by the EUROIMMUN (any abnormal Aβ42 or Aβ42/Aβ40 ratio denoted CSF amyloid status), whereas no statistical difference was observed at NPA in identifying true amyloid PET-negative. 
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Table S1. Demographics, CSF biomarkers, and clinical characteristics of cutoff-derived and -validated cohorts
	
	Cutoff-derived cohort
	
	Cutoff-validated cohort
	

	
	Whole
(n=77)
	AD
(n=32)
	CU
(n=45)
	P
	Whole
(n=62)
	Aβ-PET positive (n=36)
	Aβ-PET negative (n=26)
	P

	Demographics

	Age, mean (SD), years
	57.7 (8.2)
	57.8 (8.3)
	57.6 (8.3)
	0.634
	58.3 (9.3)
	57.6 (8.1)
	59.3 (10.9)
	0.135

	Male, No. (%)
	35 (45.5)
	12(37.5)
	23 (51.1）
	0.256
	24 (38.7)
	15 (41.7)
	9 (34.6)
	0.574

	Education, median (IQR), years
	9 (9, 12)
	9 (9,12)
	9 (9, 12)
	0.311
	9 (6, 12)
	9 (7, 12)
	9 (6, 13)
	0.458

	MMSE, median (IQR),
	27 (17, 28)
	12 (4,21)
	28 (28, 29)
	< 0.001
	13 (6, 23)
	12 (4, 21）
	17 (11, 24)
	0.023

	CSF biomarker results

	Aβ42, median (IQR), pg/mL
	729
(552, 921)
	550
(326, 734)
	815
(674, 1283)
	< 0.001
	709
(389, 1090)
	569
(339, 763)
	983
(559, 1653)
	0.001

	Aβ40, median (IQR), pg/mL
	5561
(4334, 7899)
	5541
(3583,7527)
	5561 (4595,7931)
	0.397
	6197
(3853, 8833)
	5733 (3583,7810)
	6525
(3984, 9735)
	0.494

	P-tau181, median (IQR), pg/mL
	36 (25, 94)
	97 (72, 151)
	27 (20, 32)
	< 0.001
	58 (34, 102)
	96 (54, 149)
	38 (27, 53)
	0.001

	T-tau, median (IQR), pg/mL
	349
(242, 538)
	529
(339, 685)
	285 (215,448)
	< 0.001
	445
(302, 599)
	500
(331, 668)
	393
(280, 527)
	0.056

	Aβ42/Aβ40 ratio, median (IQR)
	0.125
(0.098, 0.154)
	0.101
(0.068,
0.118)
	0.152
(0.124, 0.188)
	< 0.001
	0.114
(0.080, 0.142)
	0.101
(0.068,
0.118)
	0.148
(0.123,
0.206)
	< 0.001

	P-tau181/Aβ42 ratio, median (IQR)
	0.044
(0.025,
0.177)
	0.205
(0.122,
0.305)
	0.029
(0.021,
0.039)
	< 0.001
	0.079
(0.037,
0.216)
	0.120
(0.101,
0.305）
	0.037
(0.025,
0.062)
	< 0.001

	T-tau/Aβ42 ratio, median (IQR)
	0.569 (0.254, 1.007)
	0.989 (0.639, 1.716)
	0.308 (0.197, 0.552)
	< 0.001
	0.637 (0.363, 1.175)
	0.882 (0.592, 1.563)
	0.404 (0.265, 0.589)
	< 0.001

	Diagnosis, No. (%)

	AD
	
	
	
	
	35 (56.4)
	34 (94.4)
	1 (3.8)
	

	FTD
	
	
	
	
	6 (9.7)
	2 (5.6)
	4 (15.4)
	

	VaD
	
	
	
	
	3 (4.8)
	0
	3 (11.5)
	

	Other
	
	
	
	
	18 (29.0)
	0
	18 (69.2)
	


Note: Data are presented as median (interquartile ranges, IQR) or mean (standard deviation, SD) for continuous variables, and numbers (proportions, %) for categorical variables. 
Abbreviations: AD, Alzheimer's disease; CU, cognitively unimpaired; CSF, cerebrospinal fluid; FTD, frontotemporal dementia; MMSE, Mini-Mental State Examination; Aβ-PET, β-amyloid positron emission tomography; VaD, vascular dementia. 


Table S2. ROC analysis of Youden index–based CSF cutoffs for distinguishing AD from CU
	
	AUC
	95% CI for AUC
	Youden's cut-point
	Specificity (%)
	Sensitivity (%)
	Accuracy (%)

	Aβ42, pg/ml
	0.80
	0.70-0.90
	759
	81.25
	64.44
	72.85

	Aβ40, pg/ml
	0.56
	0.42-0.69
	3812
	28.13
	91.11
	59.62

	P-tau181, pg/ml
	0.95
	0.89-1.00
	50
	87.50
	95.56
	91.53

	
	
	
	
	
	
	

	T-tau, pg/ml
	0.76
	0.65-0.87
	399
	71.88
	73.33
	72.60

	Aβ42/Aβ40 ratio
	0.86
	0.78-0.94
	0.145
	100.00
	57.78
	78.89

	P-tau181/Aβ42 ratio
	0.99
	0.99-1.00
	0.060
	96.88
	98.00
	97.33

	T-tau/Aβ42 ratio
	0.88
	0.80-0.95
	0.550
	96.88
	73.33
	85.10


Note: AUC with 95% confidence interval was calculated using receiver operator curve (ROC) analysis. Youden’s cut-point is at the coordinates of the ROC curve where a maximum sum of sensitivity and specificity is reached.
Abbreviations: AD, Alzheimer's disease; AUC, area under the curve; CI, confidence interval; CSF, cerebrospinal fluid; CU, cognitive unimpaired.


Table S3. Consensus comments for biochemical profiles interpretation and categories of AD biomarkers in CSF
	Amyloid
	P-tau181
	T-tau
	Consensus comments
	Biomarker category

	P
	P
	P
	Consistent with Alzheimer’s disease
	Alzheimer’s continuum

	P
	N
	N
	Consistent with an amyloidopathy
	

	P
	P
	N
	Consistent with Alzheimer’s disease
	

	P
	N
	P
	May be consistent with Alzheimer’s disease
	

	N
	P
	P
	Not consistent with Alzheimer’s disease
	Non-AD pathologic change

	N
	P
	N
	Not consistent with Alzheimer’s disease
	

	N
	N
	P
	Not consistent with Alzheimer’s disease; may be consistent with other neurodegenerative disease and/or neuronal damage
	

	[bookmark: _Hlk191826702]N
	N
	N
	Not consistent with Alzheimer’s disease
	Normal AD biomarkers



Note: Each biochemical profile of CSF would be defined according to the combination of the pathological change of biomarkers. The biomarkers were interpreted as P (pathological) or N (normal) by comparing the biomarkers values with the defined cutoffs.


Table S4. Characteristics and CSF biomarkers of patients stratified by cognitive status
	Characteristic
	Whole (n=633)
	SCD (n=103)
	MCI (n=158)
	Dementia (n=372)

	Sociodemographic

	Age, mean (SD), years
	61.1 (11.3)
	57.6 (12.7)*
	62.1 (10.1)
	61.7 (11.1)

	Male, No. (%)
	295 (46.6)
	40 (38.8)
	84 (53.2)
	171 (46.0)

	Education, median (IQR), years
	9 (6, 12)
	9 (7, 12)
	9 (8,12)
	9 (6, 12)

	Disease duration median (IQR), years
	1 (1, 2)
	2 (1, 4)*
	1 (1, 2)
	2 (1, 3)

	Mental status, median (IQR)

	MMSE
	20 (12, 26)
	27 (26, 29)†
	23 (20, 26)
	12 (7, 17)

	MoCA
	13 (7, 19)
	24 (20, 26)†
	17 (13, 19)
	7 (3, 10)

	HAMA
	6 (2, 12)
	2 (0, 4)*
	7 (4, 14)
	8 (4, 13)

	HAMD
	4 (1,9)
	0 (0, 2)*
	6 (3, 8)
	7 (3, 11)

	CSF biomarker results

	Aβ42, median (IQR), pg/mL
	729
(494, 1082)
	722
(630, 846)
	834
(561, 1272)‡
	696
(454, 1063)

	Aβ40, median (IQR), pg/mL
	5909 (4204, 8029)
	5275 (3973, 7058)
	6808 (4798, 9075)§
	5753 (4059, 7917）

	P-tau181, median (IQR), pg/mL
	37 (26, 66)
	26 (18, 33)*
	40 (30, 66)
	40 (29, 72)

	T-tau, median (IQR), pg/mL
	380
 (244, 691)
	238
 (142, 347)†
	331
 (244, 517)
	465 
(284, 385)

	Aβ42/Aβ40 ratio, median (IQR)
	0.133 (0.090, 0.180)
	0.145 (0.105, 0.198)†
	0.139 (0.093, 0.178)
	0.126
(0.085, 0.172)

	P-tau181/Aβ42 ratio, median (IQR)
	0.044 (0.030, 0.096)
	0.033
(0.023, 0.045)§
	0.043 (0.028, 0.089)
	0.057
(0.031, 0.132）

	T-tau/Aβ42 ratio, median (IQR)
	0.517 (0.274, 1.087)
	0.283
(0.172, 0.465)†
	0.382 (0.241, 0.695)
	0.684
(0.355, 1.377）

	Patient management

	Etiological diagnosis at baseline, No. (%)

	AD
	158 (25.0)
	33 (32.0)
	40 (25.3)
	85 (22.8)

	non-AD
	388 (61.3)
	64 (62.1)
	104 (65.8)
	220 (59.1)

	UND
	87 (13.7)
	6 (5.8)
	14 (8.8)
	67 (18.1)¶

	Diagnostic confidence at baseline, median (IQR)%

	In AD etiological diagnosis
	70 (60, 70)
	65 (55, 70)
	65 (60, 70)‡
	70 (65, 75)

	In non-AD etiological diagnosis
	70 (65, 80)
	75 (70, 80)*
	70 (64, 75)
	70 (65, 76)

	Medication management, No. (%)

	Cognition-specific medications
	338 (53.4)
	27 (26.2)†
	78 (49.4)
	233 (62.6)

	Non-Cognition-specific medications
	186 (29.4)
	15 (14.6) #
	41 (25.9)
	130 (34.9)

	Nonpharmacological interventions
	236 (37.2)
	64 (62.1)†
	64 (40.5)
	108 (29.0)


Note: Data are presented as median (interquartile ranges, IQR) or mean (standard deviation, SD) for continuous variables, and numbers (proportions, %) for categorical variables. Differences between groups were assessed using analysis of variance with post hoc Bonferroni tests for continuous variables and chi-square tests for categorical variables.
*SCD ≠ MCI/Dementia: p <0.05: †SCD ≠ MCI ≠ Dementia: p < 0.05; ‡ MCI ≠ Dementia: p < 0.05; §MCI ≠ SCD/Dementia: p < 0.05; ¶Dementia ≠ SCD/MCI: p < 0.05; #SCD ≠ Dementia: p < 0.05.
Abbreviations: AD, Alzheimer's disease; CSF, cerebrospinal fluid; MCI, mild cognitive impairment; MMSE, Mini-Mental State Examination; MOCA, Montreal Cognitive Assessment; HAMA, Hamilton Anxiety Scale; HAMD, Hamilton Depression Scale; SCD, subjective cognitive decline; UND, undetermined diagnoses.


Table S5. Classification of whole patients according to the amyloid biomarker levels
	
	AD continuum
	Any A+ 

	
	A+T+(N)+
	A+T−(N)−
	A+T+(N)−
	A+T−(N)+
	

	Whole (n=633), No. (%)

	Aβ42 as A
	101 (16.0%)
	119 (18.8%)
	27 (4.3%)
	50 (7.9%)
	431
(68.1%)

	Aβ42/40 ratio as A
	142 (22.4%)
	103 (16.3%)
	30 (4.7%)
	61 (9.6%)
	

	P-tau181/Aβ42 ratio as A
	143 (22.6%)
	43
(6.8%)
	28 (4.4%)
	34 (5.4%)
	

	T-tau/Aβ42 ratio as A
	158 (25.0%)
	142 (22.4%)
	32 (5.1%)
	99 (15.6%)
	

	SCD (n=103), No. (%)

	Aβ42 as A
	3
(2.9%)
	14 (13.6%)
	0
	1
(1.0%)
	23 (22.3%)

	Aβ42/40 ratio as A
	5
(4.9%)
	14 (13.6%)
	0
	2
(2.0%)
	

	P-tau181/Aβ42 ratio as A
	5
(4.9%)
	6
(5.8%)
	0
	1
(1.0%)
	

	T-tau/Aβ42 ratio as A
	5
(4.9%)
	6
(5.8%)
	0
	1
(1.0%)
	

	MCI (n=158), No. (%)

	Aβ42 as A
	22 (14.0%)
	35 (22.2%)
	6
(3.8%)
	5
(3.2%)
	106 (67.1%)

	Aβ42/40 ratio as A
	37 (23.4%)
	32 (20.3%)
	10 (6.3%)
	8
(5.1%)
	

	P-tau181/Aβ42 ratio as A
	36 (22.8%)
	12
(7.6%)
	7
(4.4%)
	3
(1.9%)
	

	T-tau/Aβ42 ratio as A
	33 (21.0%)
	11
(6.9%)
	4
(2.5%)
	8
(5.1%)
	

	Dementia (n=372), No. (%)

	Aβ42 as A
	76 (20.4%)
	70 (18.8%)
	21 (5.6%)
	44 (11.8%)
	302 (81.2%)

	Aβ42/40 ratio as A
	100 (26.9%)
	57 (15.3%)
	20 (5.4%)
	51 (13.7%)
	

	P-tau181/Aβ42 ratio as A
	102 (27.4%)
	25
(6.7%)
	21 (5.6%)
	30 (8.1%)
	

	T-tau/Aβ42 ratio as A
	105 (28.2%)
	22
(5.9%)
	18 (4.8%)
	76 (20.4%)
	


Abbreviations: A, amyloid beta; AD, Alzheimer's disease; MCI, mild cognitive impairment; N, total tau (t-tau); SCD, subjective cognitive decline; T, phosphorylated tau (p-tau181); UND, undetermined diagnoses.		
Table S6. Ancillary investigations performed disaggregating by CSF biomarker results and changes of etiological diagnosis
	Ancillary investigations
	AD → AD
	AD → Non-AD
	AD → UND
	Non-AD → AD
	Non-AD → Non-AD
	Non-AD → UND
	UND→ AD
	UND → Non-AD
	UND → UND

	Brain PET imaging, No.(%)

	Aβ-PET (n=29)
	7 (1．1)
	5 (0.8)
	1 (0.2)
	1 (0.2)
	14 (2.2)
	0
	0
	0
	1 (0.2)

	Tau-PET (n=49)
	2 (0.3)
	4 (0.6)
	3 (0.5)
	1 (0.2)
	34 (5.4)
	0
	0
	0
	5 (0.8)

	FDG-PET (n=28)
	0
	2 (0.3)
	0
	3 (0.5)
	21 (3.3)
	0
	0
	0
	2 (0.3)

	DaT-PET (n=38)
	0
	2 (0.3)
	0
	7 (1.1)
	29 (4.6)
	0
	0
	0
	0

	Genetic tests, No. (%)

	Gene mutations for AD (n=36)
	26(4.1)
	0
	0
	9 (1.4)
	0
	0
	1 (0.2)
	0
	0

	Gene mutations for other conditions (n=38)
	0
	6 (0.9)
	0
	3 (0.5)
	25 (3.9)
	0
	0
	0
	4 (0.6)

	Other CSF tests (n=123), No. (%)
	1 (0.2)
	2 (0.3)
	6 (0.9)
	3 (0.5)
	44 (7.0)
	2 (0.3)
	6 (0.9)
	5 (0.8)
	54 (8.5)

	Other testing (n=44), No. (%)
	0
	3 (0.5)
	0
	6 (0.9)
	32 (5.1)
	0
	0
	0
	3 (0.5)


Abbreviations: AD, Alzheimer's disease; Aβ, amyloid beta; CSF cerebrospinal fluid; DaT, dopamine transporter; FDG, 18F-fluorodeoxyglucose; Non-AD, non- Alzheimer's disease disease; PET, positron emission tomography; UND, undetermined diagnoses.



Supplementary Figure
[image: ]
Figure S1. Study design. Participants visited in the memory clinic in Huashan hospital  were screened by the dementia specialists for inclusion and exclusion criteria. Those who were enrolled underwent the routine diagnostic workup including clinical and neuropsychological evaluation, neuroimaging, and laboratory testing. The clinicians determined the initially etiological diagnosis, rated the diagnostic confidence and made treatment plan based on the clinical data before lumber puncture. After disclosure of the CSF results, the clinicians reevaluated the etiologic diagnosis, diagnostic confidence and treatment plan. CSF, cerebrospinal fluid.
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Figure S2. Agreement of visual amyloid PET status with CSF biomarkers based on the cutoff values. Note: Scatterplots display CSF biomarker levels in the individuals. Color and symbols indicate visual read PET-positive and PET-negative status in participants. Dashed lines in (A), (B), and (C) indicate cutoffs of each biomarker and combined ratio derived from the test-cohort that yielded maximum Youden J Index in the receiver operating characteristic analysis. Dashed lines in (D) indicate cutoffs of Aβ42 and Aβ42/Aβ40 ratio listed in EUROIMMUN guidelines. CSF, cerebrospinal fluid; NPA, negative percent agreement; OPA, overall percent agreement; PET, positron emission tomography; PPA, positive percent agreement.
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Figure S3. Prevalence of AT(N) profiles across initial etiologic diagnoses. AD, Alzheimer's disease; CJD, Creutzfeldt–Jakob disease; DLB, dementia with Lewy Bodies; FTD, frontotemporal dementia; NND, non-neurodegenerative diseases; OND, other neurodegenerative diseases; UND, undetermined diagnoses; VCI, vascular cognitive impairment.


[image: ]
Figure S4. Change in diagnostic confidence with the added information from CSF AD biomarkers across cognitive stage. Patients with the confirmed etiologic diagnosis including AD→AD and Non-AD→Non-AD in the SCD, MCI and dementia subgroup were significantly increased. Similarly, the same trend were also seen in those with the diagnosis changed from AD→Non-AD and Non-AD→AD in the SCD, MCI and dementia subgroup. AD, Alzheimer's disease; MCI, mild cognitive impairment; SCD, subjective cognitive decline.



[image: ]
Figure S5. Change in the use of medications across CSF AT(N) profiles disaggregating by baseline cognitive stage. SCD, MCI and dementia. AD, Alzheimer's disease; CSF, cerebrospinal fluid; MCI, mild cognitive impairment; NAP, non-AD pathologic change; SCD, subjective cognitive decline.
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