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Table 1. Case demographics and neuropathological features of human midbrain and hippocampus used for T14 western blot analysis.
	ID for WB
	Braak stage
	Sex
	Age
	PMD (hours)
	Neuropathological features

	A006/15
	0
	M
	89
	84
	Argyrophilic grain disease

	A002/13
	0
	M
	90
	45
	Mild age-related changes (control brain) - AD modified Braak stage + with mild focal CAA

	A226/17
	I
	F
	90
	48
	Early Alzheimer-type changes BNE stage I

	A382/16
	I
	M
	87
	48
	Control case (but with moderate to severe CAA)

	A069/13
	II
	F
	87
	32.5
	Minimal Alzheimer's disease pathology (modified Braak stage I-II)

	A028/12
	II
	F
	90
	42
	Limbic stage Lewy body pathology and limbic TDP-43 pathology with mild AD changes (Braak II)

	A514/16
	II
	F
	89
	18
	Very mild Alzheimer disease changes (modified Braak (BNE) stage II with focal mild limbic TDP-43 pathology

	A139/18
	II
	F
	88
	15
	Early Alzheimer type changes (BNE stage II)

	A551/17
	II
	M
	89
	41
	Tau Braak stage 2 and a mild degree of small vessel disease consistent with the ageing process

	A404/12
	II
	F
	90
	83
	Control case. Alzheimer's neuropathologic changes: A0, B1 (Braak II), C0. TDP-43 pathology in the hippocampus and amygdala

	A382/12
	II
	F
	85
	45
	Ageing process with tau deposition reaching modified Braak (BNE) stage 2 and extensive beta-amyloid plaques. No CAA. Possible control

	A368/13
	II
	F
	86
	45
	Alzheimer type changes (ageing), BNE stage II, control

	A360/16
	II
	M
	86
	56
	Brain stem stage Lewy body pathology (subclinical Parkinson's disease)

	A345/12
	II
	M
	85
	55
	Control: Alzheimer-type neuropathologic changes consistent with BNE modified Braak score of II; CAA

	A338/17
	II
	F
	86
	59
	Early Alzheimer type changes, BNE stage II

	A319/14
	II
	F
	90
	44
	Tau Braak stage 2, control

	A302/18
	II
	F
	90
	30
	Control case but extensive CAA

	A289/19
	II
	F
	85
	39
	Alzheimer's disease, BNE stage II, Moderate CAA (Vonsattel stage II capillary type)

	A264/18
	II
	M
	90
	12
	Tau Braak stage 2 but no Beta-A4 deposition, consistent with the ageing process

	A256/17
	II
	F
	86
	27
	Control case-age-related changes and very mild Alzheimer's disease pathology (modified Braak/BNE stage II)

	A231/20
	II
	M
	86
	13
	Control Brain with age related changes and limbic TDP43 pathology (Joseph stage 3, LATE-NC stage 2)

	A174/03
	II
	M
	85
	64
	Alzheimer type changes Braak II

	A130/12
	II
	F
	89
	43
	Appearances consistent with Alzheimer's pathology Braak stage II (control)

	A063/10
	II
	F
	90
	50
	Control brain- mild alzheimer-type changes (modified Braak stage II) and mild CAA

	A025/21
	II
	F
	90
	65.5
	Age-related pathology - Primary age-related tauopathy (PART), Ageing-related tau astrogliopathy (ARTAG), BNE/Modified Braak Stage II

	15/008
	II
	F
	87
	24
	Normal-aged brain, Braak II

	A287/12
	III
	M
	87
	56
	Alzheimer type changes (modified Braak stage III) with widespread CAA

	A046/13
	III
	M
	85
	54
	Alzheimer's disease pathology (modified Braak (BNE) stage III-IV) with focal CAA

	A133/12
	III
	F
	88
	39
	Consistent with ageing; alzheimer changes Braak III

	A097/18
	III
	F
	85
	29.5
	Marked small vessel disease

	13/145
	III
	M
	92
	72
	Cerebrovascular disease, CERAD Normal with regards to Alzheimer's disease (Braak stage III)

	07/020
	III
	M
	87
	74
	Moderate to large numbers of intracellular & extracellular tangles in the inferior frontal & medial temporal cortex (Braak III/IV)

	07/082
	III
	F
	92
	96
	Sparse neocortical neuritic plaques, Braak III.

	A374/14
	III/IV
	M
	88
	79
	Alzheimer's Disease (modified Braak (BNE) stage III-IV

	A266/15
	IV
	F
	90
	82.5
	Alzheimer's Disease (modified Braak (BNE) stage IV

	A133/16
	IV
	M
	90
	38
	Alzheimer's disease pathology (Modified Braak (BNE) stage IV) with mild to moderate CAA and limbic TDP-43 pathology.

	A283/12
	IV
	F
	87
	27
	Moderate (limbic) Alzheimer's disease pathology (Braak stage IV) with focal CAA and limbic TDP-43 pathology

	A078/13
	IV
	M
	86
	52.5
	Alzheimer's disease (modified Braak stage IV) with extensive severe CAA

	A348/07
	IV
	M
	85
	16
	Mild-moderate Alzheimer disease changes Braak IV with focal CAA

	A212/16
	IV
	F
	88
	78
	Old ischaemia/infarct in the right frontal lobe, subcortical haemorrhage and Alzheimer's pathology consistent with Braak stage III/IV

	A212/16
	IV
	F
	88
	78
	Old ischaemia/infarct in the right frontal lobe, subcortical haemorrhage and Alzheimer's pathology consistent with Braak stage III/IV

	A124/15
	IV
	M
	86
	90
	Consistent with ageing

	17/049
	IV
	M
	87
	89
	Intermediate level of Alzheimer's disease neuropathological change

	07/164 
	IV
	F
	83
	29
	Alzheimer's disease (CERAD definite, Braak III/IV).  Lewy body disease (limbic predominant).

	12/005
	IV
	M
	92
	48
	Abnormal tau deposition in neuron cell bodies, neuropil threads, and scattered astrocytes in the entorhinal cortex, amygdala, hippocampus, insula, inferior and middle temporal cortex [Braak stage IV]. There was also some Ap deposition but to a lesser degree.

	13/171
	IV
	F
	92
	10
	Alzheimer Disease Neuropathologic Changes A3, B2, C2. Lewy Body Disease, amygdala predominant.

	16/421
	IV
	F
	92
	24
	Alzheimer's disease (CERAD definite) with severe cerebral CAA

	A267/09
	V
	F
	90
	70
	Alzheimer's disease modified Braak V

	A262/13
	V
	F
	90
	10
	Alzheimer's disease (modified Braak (BNE) stage V)

	A221/13
	V
	M
	89
	26
	Alzheimer's disease (modified Braak (BNE) stage V) with CAA

	A170/13
	V
	F
	85
	23
	Alzheimer's disease (modified Braak (BNE) stage V)

	A057/12
	V
	M
	87
	65
	Alzheimer's disease (modified Braak (BNE) stage V) with widespread and severe CAA

	A154/15
	V
	M
	89
	45
	Alzheimer's Disease (modified Braak (BNE) stage V

	A221/07
	V
	F
	86
	47
	Alzheimer's disease Braak V with CAA and focal TDP-43 positivity

	10/066
	V
	F
	92
	40
	Substantial Alzheimer-type changes in the hippocampus and neocortex, Braak V

	A230/06
	V/VI
	F
	89
	26
	Alzheimer's disease, Braak V/VI

	A292/10
	VI
	M
	90
	44
	Alzheimer's disease Braak VI, BNE V. CERAD age related plaque score C (definite) 

	A315/09
	VI
	F
	90
	35
	Alzheimer's disease CERAD definite, Braak VI, BNE V with CAA and vascular pathology

	A092/15
	VI
	F
	86
	13
	Alzheimer's disease (modified Braak (BNE) stage VI with moderate to severe CAA

	A092/09
	VI
	M
	88
	12.5
	Alzheimer's disease Braak VI BNE V CERAD definite

	A147/10
	VI
	F
	85
	0.8
	Alzheimer's disease Braak VI

	A166/16
	VI
	M
	89
	21
	Alzheimer's disease (modified Braak (BNE) stage VI) with moderate CAA and dementia with Lewy bodies (limbic stage).

	A087/16
	VI
	F
	89
	38.5
	Alzheimer's disease (modified Braak (BNE) stage VI) with moderate CAA and dementia with Lewy bodies (limbic stage) and limbic TDP-43 pathology

	A139/07
	VI
	F
	89
	64.5
	Alzheimer's disease Braak VI

	A188/07
	VI
	F
	88
	19
	Alzheimer's disease with CAA Braak VI

	A332/07
	VI
	F
	87
	48
	Alzheimer's disease Braak VI with moderate CAA

	A166/12
	VI
	F
	86
	25
	Alzheimer's disease Braak stage VI

	A156/15
	VI
	F
	86
	43.5
	Alzheimer's Disease (modified Braak (BNE) stage VI, mild CAA

	A330/07
	VI
	M
	85
	23.5
	Alzheimer's disease Braak VI with severe CAA

	A090/07
	VI
	F
	85
	29
	Alzheimer's disease Braak VI

	A015/07
	VI
	M
	90
	21.5
	Alzheimer's disease Braak VI, mild CAA 

	A307/07
	VI
	M
	90
	37.5
	Alzheimer's disease with CAA Braak VI



Diagnostic categories and staging criteria for Alzheimer’s disease (AD) and co-morbidities across post-mortem brain samples:
Braak / Modified Braak (BNE) Staging (V–VI): Indicates severe, neocortical hyperphosphorylated tau neurofibrillary tangle pathology. Traditional staging follows Braak & Braak, 1991 [1]; the "modified" framework follows the BrainNet Europe (BNE) consortium immunocytochemistry guidelines [2,3].
CERAD Score (C / Definite): Represents a frequent neuritic beta-amyloid plaque density score relative to patient age, meeting criteria for a definitive histopathological diagnosis of AD [4].
Co-morbidities: Vascular pathology and Cerebral Amyloid Angiopathy (CAA) were evaluated using BNE consensus criteria [5]. Dementia with Lewy Bodies (DLB; limbic stage) was staged using the BNE 9-block alpha-synuclein protocol [6].



Table 2. Case demographics and diagnosis features of ex vivo CSF used for Tau and T14 analysis.
AD= Alzheimer’s disease, bvFTD= behavioural variant frontotemporal dementia, MCI= mild cognitive impairment


	Case ID
	Diagnosis
	Age
	AAO (Age at onset)
	Sex

	DA-600
	Control
	54
	NA
	female

	DA-853
	Control
	54
	NA
	male

	DA-597
	Control
	54
	NA
	male

	DA-631
	Control
	59
	NA
	female

	DA-1281
	Control
	67
	NA
	female

	DA-120
	Control
	71
	NA
	female

	DA-123
	Control
	77
	NA
	female

	DA-583
	Control
	51
	NA
	female

	DA-532
	Control
	57
	NA
	female

	DA-533
	Control
	58
	NA
	female

	DA-540
	Control
	61
	NA
	female

	DA-546
	Control
	63
	NA
	female

	DA-216
	Control
	67
	NA
	female

	DA-0538
	Control
	54
	NA
	female

	DA-0537
	Control
	56
	NA
	female

	DA-531
	Control
	50
	NA
	female

	DA-384
	Control
	73
	NA
	male

	DA-0508
	Control
	78
	NA
	male

	DA-0541
	Control
	66
	NA
	female

	DA-0657
	Control
	66
	NA
	unknown

	DA-0521
	Control
	57
	NA
	unknown 

	DA-0295
	Control
	72
	NA
	unknown

	DA-458
	bvFTD
	53
	50
	male

	DA-496
	bvFTD
	58
	52
	male

	DA-969
	bvFTD
	58
	56
	male

	DA-890
	bvFTD
	59
	54
	female

	DA-1213
	bvFTD
	61
	59
	female

	DA-1015
	bvFTD
	62
	59
	male

	DA-1015 L2
	bvFTD
	63
	59
	male

	DA-1018 L3
	bvFTD
	64
	61
	male

	DA-1707
	bvFTD
	66
	64
	male

	DA-1044
	bvFTD
	70
	68
	female

	DA-1136
	bvFTD
	36
	33
	male

	DA-1136 L2
	bvFTD
	74
	67
	female

	DA-1492
	bvFTD
	75
	72
	male

	DA-1174
	bvFTD
	50
	44
	male

	DA-1042
	bvFTD
	63
	60
	male

	DA-1199
	bvFTD
	65
	52
	male

	DA-1290
	bvFTD
	67
	64
	male

	DA-613
	bvFTD
	72
	69
	female

	DA-1217
	bvFTD
	74
	72
	female

	DA-1818
	bvFTD
	79
	76
	female

	DA-1432
	MCI-AD
	66
	64
	male

	DA-1813
	MCI-AD
	68
	65
	female

	DA-1753
	MCI-AD
	75
	72
	female

	DA-2009
	MCI-AD
	73
	70
	male

	DA-2076
	MCI-AD
	70
	66
	male

	DA-1976
	MCI-AD
	74
	70
	female

	DA-2019
	MCI-AD
	77
	74
	female

	DA-2000
	MCI-AD
	69
	66
	male

	DA-2142
	MCI-AD
	70
	69
	female

	DA-2121
	MCI-AD
	74
	72
	female

	DA-2199
	MCI-AD
	77
	75
	female

	DA-2119
	MCI-AD
	77
	75
	female

	DA-2217
	MCI-AD
	72
	68
	female

	DA-2240
	MCI-AD
	69
	69
	female

	DA-2245
	MCI-AD
	54
	54
	male

	DA-2252
	MCI-AD
	73
	73
	male

	DA-2247
	MCI-AD
	73
	73
	female

	DA-1891
	MCI-AD
	73
	69
	female

	DA-1885
	MCI-AD
	73
	72
	male

	DA-1897
	MCI-AD
	67
	65
	female

	DA-1721
	MCI-AD
	71
	69
	male

	DA-1687
	MCI-AD
	71
	70
	male

	DA-1779
	MCI-AD
	75
	71
	female

	DA-1836
	MCI-AD
	75
	70
	female

	DA-1859
	MCI-AD
	68
	66
	male

	DA-2024
	MCI-AD
	64
	.
	male

	DA-2015
	MCI-AD
	59
	56
	female

	DA-1923
	MCI-AD
	65
	63
	female

	DA-1973
	AD-Dementia
	72
	70
	female

	DA-1807
	AD-Dementia
	79
	76
	male

	DA-2088
	AD-Dementia
	60
	59
	male

	DA-1607
	AD-Dementia
	72
	71
	female

	DA-2055
	Dementia-AD
	59
	57
	female

	DA-2144
	Dementia-AD
	72
	64
	male

	DA-2029
	Dementia-AD
	73
	69
	female

	DA-2207
	Dementia-AD
	71
	69
	male

	DA-1802
	Dementia-AD
	66
	63
	female

	DA-1381
	Dementia-AD
	71
	69
	male

	DA-1577
	Dementia-AD
	66
	66
	female

	DA-1342
	Dementia-AD
	74
	71
	female

	DA-1350
	Dementia-AD
	75
	73
	male

	DA-1377
	Dementia-AD
	71
	69
	female

	DA-1379
	Dementia-AD
	73
	63
	male

	DA-1517
	Dementia-AD
	66
	61
	female

	DA-1519
	Dementia-AD
	75
	73
	male

	DA-1523
	Dementia-AD
	69
	68
	female

	DA-1761
	Dementia-AD
	61
	55
	female

	DA-1861
	Dementia-AD
	72
	69
	male

	DA-629
	Dementia-AD
	61
	58
	female

	DA-098
	Dementia-AD
	69
	67
	female

	DA-137
	Dementia-AD
	82
	75
	female

	DA-150
	Dementia-AD
	81
	79
	female



AD= Alzheimer’s disease, bvFTD= behavioural variant frontotemporal dementia, MCI= mild cognitive impairment





Table 3. Case demographics and neuropathological features of human tissue used for T14 immunohistochemical analysis

	Case
	Braak stage
	Age
	Sex
	PMD (hours)
	Neuropathological features

	SBB1
	0
	88
	Male
	23
	ARTAG, subcortical infarct 

	SBB2
	0
	100
	Female
	24
	LATE, HS

	SBB3
	0
	90
	Female
	58
	SVD 

	SBB4
	II
	92
	Female
	31
	None

	SBB5
	II
	87
	Male
	59
	LATE 

	SBB6
	II
	76
	Female
	29
	LATE, ARTAG 

	SBB7
	V
	72
	Male
	12
	ADNC, SVD, ARTAG, LATE 

	SBB8
	V
	93
	Female
	21
	ADNC, ARTAG, LATE

	SBB9
	VI
	55
	Male
	20
	ADNC 

	SBB10
	VI
	71
	Male
	35
	ADNC, CAA, LATE 

	SBB11
	VI
	99
	Male
	17
	ADNC 

	SBB12
	VI
	68
	Male
	62
	ADNC, CAA, ARTAG, LATE 

	FTLD-tau cases

	SBB13
	0
	84
	Female
	17
	FTLD-TDP, HS 

	SBB14
	0
	58
	Female
	18
	FTLD-TDP, HS 

	SBB15
	0
	74
	Female
	8
	FTLD-TDP

	SBB16
	0
	69
	Male
	34
	FTLD-TDP, HS 

	SBB17
	0
	68
	Male
	22
	FTLD-TDP, HS, ARTAG 


ADNC= Alzheimer’s disease neuropathologic change, ARTAG= aging-related tau astrogliopathy, CAA= cerebral amyloid angiopathy, FTLD-TDP= frontotemporal lobar degeneration with TDP-43 inclusions, HS= hippocampal sclerosis, LATE= limbic-predominant age-related TDP-43 encephalopathy, SVD= small vessel disease




Table 4. Case demographics and neuropathological features of human hippocampus used for AChE qPCR.

	Case
	Braak stage
	Age
	Sex
	Neuropathological features

	05/114
	0
	83
	M
	None present

	05/154
	0
	76
	M
	None present

	17/107
	0
	37
	M
	None present

	16/014
	0
	48
	F
	None present

	12/083
	0
	62
	F
	None present

	19/059
	0
	28
	F
	None present

	NP18/091
	0
	38
	F
	None present

	NP14/082
	0
	NA
	M
	Global brain ischaemic damage

	NP18/091
	0
	38
	F
	None present

	NP14/082
	0
	NA
	M
	Global brain ischaemic damage

	11/139
	I
	72
	F
	None present

	18/053
	I
	65
	F
	None present

	19/048
	I
	71
	M
	None present

	09/096
	I
	86
	M
	None present

	16/394
	I
	56
	F
	None present

	17/128
	I
	87
	M
	CVD

	NP17/111
	I
	94
	F
	CVD, subcortical infarct

	NP08/094
	I
	80
	M
	None present

	05/063
	III
	88
	F
	Low levels ADNC

	17/116
	III
	77
	F
	Low levels ADNC

	97/1018
	III
	66
	M
	LBD

	04/086
	III
	96
	F
	Low levels ADNC, cerebral infarction 

	13/145
	III
	92
	M
	Low levels ADNC, CVD 

	12/015
	III
	100
	F
	ADNC

	RI00/1006
	IV
	83
	M
	SVD, CVD cerebellum

	RI00/1108
	IV
	87
	F
	ADNC

	NP12/100
	IV
	90
	M
	ADNC, CAA, SVD, LATE 

	NP11/011
	IV
	91
	M
	ADNC, LATE, ARTAG 

	NP14/114
	IV
	89
	F
	ADNC, CAA, SVD 

	09/114
	V
	94
	M
	ADNC, CVD

	10/070
	V
	91
	F
	ADNC

	17/036
	V
	84
	M
	ADNC, CVD

	10/048
	V
	92
	M
	ADNC

	18/104
	V
	103
	F
	ADNC, CAA 

	19/062
	V
	86
	M
	ADNC

	NP19/003
	V
	95
	M
	ADNC, CAA, LATE 

	NP11/003
	V
	89
	F
	ADNC, SVD, LATE 

	NP14/112
	V
	86
	M
	ADNC, CAA, SVD, LATE 

	NP11/013
	V
	86
	F
	ADNC, CAA, SVD, LATE

	NP18/067
	VI
	81
	M
	ADNC, LBD, CVD

	NP17/095
	VI
	97
	F
	ADNC, LATE, CVD


ADNC= Alzheimer’s disease neuropathologic change, ARTAG= aging-related tau astrogliopathy, CAA= cerebral amyloid angiopathy, CVD =cerebrovascular disease, LATE= limbic-predominant age-related TDP-43 encephalopathy, LBD= Lewy body disease, SVD= small vessel disease



Table 5. List of primers used for RT-qPCR.
	
	
	
	

	Gene
	Primer Sequence
	

	
	Forward (5'-3')
	Reverse (5'-3')
	

	ACHE-R
	TTCTCTCTCCCGTCCTTCCAA
	GCAGCAATACGTGAGCCTGA
	

	ACHE-T
	GCAGAGGAGAAAATCTTCGCCCAGCG
	CCAGTGCACCATGTAGGAGCTCCA
	

	TOP1
	AAGGTCCAGTATTTGCCCCAC
	ATTCATGGTCGAGCATTTTTGC
	

	IPO8
	AGGATCAGAGGACAGCACTGCA
	AGGTGAAGCCTCCCTGTTGTTC
	

	PES1
	TCGTGTGGATCACTCCCTATGC
	GGTTGAGCAACTGGTAAAGGCG
	

	UBE2D2
	CTACGATCACAGTGGTCTCCAG
	CGAGCAATCTCAGGCACTAAAGG
	

	SDHA
	GAGATGTGGTGTCTCGGTCCAT
	GCTGTCTCTGAAATGCCAGGCA
	




Table 6.  Severity of neuronal and glial cytoplasmic staining in midbrain and hippocampus of AD and control cases across Braak stage. – = none, + = mild, ++ = moderate, +++ = severe, according to semi-quantitative grading described in Methodology- Human tissue slide analysis.
	
	Midbrain
	Hippocampus

	Braak stage
	Neurons

	Glia

	Neurons
	Glia

	0
	+
	+++
	-
	+++

	0
	++
	++
	-
	++

	0
	++
	++
	-
	-

	II
	++
	+++
	-
	+++

	II
	+
	++
	-
	+++

	II
	+
	+
	-
	++

	V
	+++
	+++
	-
	+++

	V
	++
	+++
	-
	+++

	VI
	+
	+++
	-
	+

	VI
	+
	+++
	-
	++

	VI
	+
	+++
	-
	+++

	VI
	+
	+++
	-
	+++



Table 7. Severity of neuronal and glial cytoplasmic staining in midbrain and hippocampus of FTLD-TDP cases. – = none, + = mild, ++ = moderate, +++ = severe, according to semi-quantitative grading described in Methodology- Human tissue slide analysis. N/A indicates the staining was not optimal for analysis.

	
	Midbrain
	Hippocampus

	Braak stage
	Neurons

	Glia

	Neurons
	Glia

	0
	-
	+++
	-
	-

	0
	+
	+++
	-
	+

	0
	++
	+++
	-
	+

	0
	-
	+++
	-
	++

	0
	N/A
	N/A
	-
	++




Table 8. Correlations between Tau and T14 in CSF derived ex vivo from living patients. 
	p-Tau and T14 correlations

	Disease group
	R2
	p-value

	Control
	0.1704
	0.0562

	MCI
	0.02119
	0.4687

	AD
	0.0006545
	0.9055

	FTD
	0.1454
	0.0972

	t-Tau and T14 correlations

	Disease group
	R2
	p-value

	Control
	0.1129
	0.1263

	MCI
	6.970e-005
	0.9670

	AD
	0.007391
	0.6896

	FTD
	0.04112
	0.3912









Table 9. Parameters of all statistical tests reported in the manuscript

Full ANOVA and post-hoc test tables for all the figures presented
Figure 1A
Main-ANOVA
	ANOVA summary
	

	  F
	3.415

	  P value
	0.0387

	  P value summary
	*

	  Significant diff. among means (P < 0.05)?
	Yes

	  R squared
	0.09251

	
	

	Brown-Forsythe test
	

	  F (DFn, DFd)
	1.977 (2, 67)

	  P value
	0.1465

	  P value summary
	ns

	  Are SDs significantly different (P < 0.05)?
	No


Post-hoc test
	Dunnett's multiple comparisons test
	Mean Diff.
	95.00% CI of diff.
	Below threshold?
	Summary
	Adjusted P Value
	A-?
	

	  Braak I/II vs. Braak III/IV
	-39.87
	-90.97 to 11.23
	No
	ns
	0.1466
	B
	Braak III/IV

	  Braak I/II vs. Braak V/VI
	-52.74
	-100.2 to -5.314
	Yes
	*
	0.0269
	C
	Braak V/VI




Figure 1B
Main-ANOVA
	ANOVA summary
	

	  F
	5.480

	  P value
	0.0063

	  P value summary
	**

	  Significant diff. among means (P < 0.05)?
	Yes

	  R squared
	0.1424

	
	

	Brown-Forsythe test
	

	  F (DFn, DFd)
	2.569 (2, 66)

	  P value
	0.0843

	  P value summary
	ns

	  Are SDs significantly different (P < 0.05)?
	No


Post-hoc test
	Dunnett's multiple comparisons test
	Mean Diff.
	95.00% CI of diff.
	Below threshold?
	Summary
	Adjusted P Value
	A-?
	

	  Braak I/II vs. Braak III/IV
	-63.25
	-130.7 to 4.170
	No
	ns
	0.0690
	B
	Braak III/IV

	  Braak I/II vs. Braak V/VI
	-89.94
	-153.2 to -26.71
	Yes
	**
	0.0038
	C
	Braak V/VI




Figure 1D
Main ANOVA
	ANOVA summary
	

	  F
	1.707

	  P value
	0.1895

	  P value summary
	ns

	  Significant diff. among means (P < 0.05)?
	No

	  R squared
	0.04990



Figure 1E
Main ANOVA
	ANOVA summary
	

	  F
	1.742

	  P value
	0.1831

	  P value summary
	ns

	  Significant diff. among means (P < 0.05)?
	No

	  R squared
	0.04942




Figure 2B/C
	Mixed-effects model (REML)
	Matching: Stacked
	
	
	

	    Assume sphericity?
	Yes
	
	
	

	    Alpha
	0.05
	
	
	

	
	
	
	
	

	Fixed effects (type III)
	P value
	P value summary
	Statistically significant (P < 0.05)?
	F (DFn, DFd)

	    Braak stage
	0.0731
	ns
	No
	F (1, 67) = 3.315

	    Brain region
	0.0349
	*
	Yes
	F (3, 67) = 3.039

	    Braak stage x Brain region
	0.0193
	*
	Yes
	F (3, 67) = 3.533

	
	
	
	
	

	Random effects
	SD
	Variance
	
	

	    Subject
	0.05937
	0.003525
	
	

	    Residual
	0.07655
	0.005861
	
	

	
	
	
	
	

	Was the matching effective?
	
	
	
	

	    Chi-square, df
	10.19, 1
	
	
	

	    P value
	0.0014
	
	
	

	    P value summary
	**
	
	
	


Post-hoc tests
	Šídák's multiple comparisons test
	Predicted (LS) mean diff.
	95.00% CI of diff.
	Below threshold?
	Summary
	Adjusted P Value

	
	
	
	
	
	

	  Midbrain - Hippocampus
	
	
	
	
	

	    Braak I/II
	0.04599
	-0.01058 to 0.1026
	No
	ns
	0.1551

	    Braak III
	0.09441
	0.002038 to 0.1868
	Yes
	*
	0.0432

	    Braak IV
	-0.01806
	-0.09491 to 0.05880
	No
	ns
	0.9589

	    Braak V/VI
	-0.01996
	-0.07539 to 0.03546
	No
	ns
	0.8320



Figure 2E/F
	Mixed-effects model (REML)
	Matching: Stacked
	
	
	

	    Assume sphericity?
	Yes
	
	
	

	    Alpha
	0.05
	
	
	

	
	
	
	
	

	Fixed effects (type III)
	P value
	P value summary
	Statistically significant (P < 0.05)?
	F (DFn, DFd)

	    Brain region
	0.3384
	ns
	No
	F (1, 67) = 0.9298

	    Braak stage
	0.0047
	**
	Yes
	F (3, 67) = 4.732

	    Brain region x Braak stage
	0.0130
	*
	Yes
	F (3, 67) = 3.868

	
	
	
	
	

	Random effects
	SD
	Variance
	
	

	    Subject
	0.05801
	0.003365
	
	

	    Residual
	0.06516
	0.004245
	
	

	
	
	
	
	

	Was the matching effective?
	
	
	
	

	    Chi-square, df
	14.58, 1
	
	
	

	    P value
	0.0001
	
	
	

	    P value summary
	***
	
	
	


Post-hoc tests
	Šídák's multiple comparisons test
	Predicted (LS) mean diff.
	95.00% CI of diff.
	Below threshold?
	Summary
	Adjusted P Value

	
	
	
	
	
	

	  Midbrain - Hippocampus
	
	
	
	
	

	    Braak I/II
	0.01622
	-0.03193 to 0.06436
	No
	ns
	0.8631

	    Braak III
	0.07869
	6.745e-005 to 0.1573
	Yes
	*
	0.0497

	    Braak IV
	-0.01146
	-0.07687 to 0.05396
	No
	ns
	0.9859

	    Braak V/VI
	-0.03730
	-0.08447 to 0.009871
	No
	ns
	0.1750


Figure 5A
Main ANOVA
	ANOVA summary
	

	  F
	4.483

	  P value
	0.0254

	  P value summary
	*

	  Significant diff. among means (P < 0.05)?
	Yes

	  R squared
	0.3206

	
	

	Brown-Forsythe test
	

	  F (DFn, DFd)
	1.214 (2, 19)

	  P value
	0.3190

	  P value summary
	ns

	  Are SDs significantly different (P < 0.05)?
	No


Post-hoc tests
	Dunnett's multiple comparisons test
	Mean Diff.
	95.00% CI of diff.
	Below threshold?
	Summary
	Adjusted P Value
	A-?
	

	  Braak I/II vs. Braak III/IV
	-178.6
	-409.7 to 52.38
	No
	ns
	0.1422
	B
	Braak III/IV

	  Braak I/II vs. Braak V/VI
	-243.6
	-444.8 to -42.33
	Yes
	*
	0.0173
	C
	Braak V/VI




Figure 5B
Main ANOVA
	ANOVA summary
	

	  F
	18.39

	  P value
	<0.0001

	  P value summary
	****

	  Significant diff. among means (P < 0.05)?
	Yes

	  R squared
	0.3800

	
	

	Brown-Forsythe test
	

	  F (DFn, DFd)
	2.649 (3, 90)

	  P value
	0.0537

	  P value summary
	ns

	  Are SDs significantly different (P < 0.05)?
	No


Post-hoc tests
	Dunnett's multiple comparisons test
	Mean Diff.
	95.00% CI of diff.
	Below threshold?
	Summary
	Adjusted P Value
	A-?
	

	  Control vs. MCI
	-307.7
	-467.2 to -148.1
	Yes
	****
	<0.0001
	B
	MCI

	  Control vs. AD
	-396.3
	-561.6 to -231.0
	Yes
	****
	<0.0001
	C
	AD

	  Control vs. FTD
	14.43
	-158.6 to 187.4
	No
	ns
	0.9943
	D
	FTD




Figure 5C
Main ANOVA
	ANOVA summary
	

	  F
	13.50

	  P value
	<0.0001

	  P value summary
	****

	  Significant diff. among means (P < 0.05)?
	Yes

	  R squared
	0.3104

	
	

	Brown-Forsythe test
	

	  F (DFn, DFd)
	2.114 (3, 90)

	  P value
	0.1040

	  P value summary
	ns

	  Are SDs significantly different (P < 0.05)?
	No


Post-hoc tests
	Dunnett's multiple comparisons test
	Mean Diff.
	95.00% CI of diff.
	Below threshold?
	Summary
	Adjusted P Value
	A-?
	

	  Control vs. MCI
	-34.90
	-60.46 to -9.351
	Yes
	**
	0.0045
	B
	MCI

	  Control vs. AD
	-44.01
	-70.48 to -17.54
	Yes
	***
	0.0004
	C
	AD

	  Control vs. FTD
	17.99
	-9.724 to 45.70
	No
	ns
	0.2841
	D
	FTD




Figure 6A
Main Kruskal-Wallis test
	Kruskal-Wallis test
	

	  P value
	0.9170

	  Exact or approximate P value?
	Approximate

	  P value summary
	ns

	  Do the medians vary signif. (P < 0.05)?
	No

	  Number of groups
	4

	  Kruskal-Wallis statistic
	0.5085


Figure 6B
ANCOVA
	Predictor
	Estimate (B)
	SE
	t
	p

	Intercept
	112.916
	43.717
	2.583
	0.019*

	Perc_t_tau
	-0.307
	0.445
	-0.691
	0.498

	Mood (Not moody)
	-170.628
	69.554
	-2.453
	0.025*

	Perc_t_tau × Mood (Not moody)
	1.789
	0.646
	2.771
	0.013*

	Statistic
	Value

	Residual SE
	59.85

	Degrees of freedom
	18

	Multiple R²
	0.380

	Adjusted R²
	0.277

	F statistic
	3.680

	Model df
	3, 18

	Model p
	0.032


Figure 6C
ANCOVA
	Predictor
	Estimate (B)
	SE
	t
	p

	Intercept
	98.545
	62.895
	1.567
	0.135

	Perc_p_tau
	-0.139
	0.645
	-0.215
	0.832

	Mood (Not moody vs. moody)
	-178.417
	90.143
	-1.979
	0.063

	Perc_p_tau × Mood (Not moody)
	1.878
	0.871
	2.156
	0.0448*

	Statistic
	Value

	Residual standard error
	61.63

	Degrees of freedom
	18

	Multiple R²
	0.343

	Adjusted R²
	0.233

	F statistic
	3.128

	Model df
	3, 18

	Model p value
	0.051







Figure 7B
Two-way ANOVA main table
	Two-way ANOVA
	Ordinary
	
	
	
	

	    Alpha
	0.05
	
	
	
	

	
	
	
	
	
	

	Source of Variation
	% of total variation
	P value
	P value summary
	Significant?
	

	    Interaction
	16.56
	0.0049
	**
	Yes
	

	    Braak stage
	3.132
	0.4523
	ns
	No
	

	    ACHE isoform
	0.04679
	0.8425
	ns
	No
	

	
	
	
	
	
	

	ANOVA table
	SS (Type III)
	DF
	MS
	F (DFn, DFd)
	P value

	    Interaction
	15.90
	3
	5.302
	F (3, 68) = 4.691
	P=0.0049

	    Braak stage
	3.008
	3
	1.003
	F (3, 68) = 0.8872
	P=0.4523

	    ACHE isoform
	0.04494
	1
	0.04494
	F (1, 68) = 0.03976
	P=0.8425

	    Residual
	76.85
	68
	1.130
	
	


Post-hoc tests
	Tukey's multiple comparisons test
	Predicted (LS) mean diff.
	95.00% CI of diff.
	Below threshold?
	Summary
	Adjusted P Value

	
	
	
	
	
	

	  AChE-T
	
	
	
	
	

	    Braak 0 vs. Braak I
	-0.8411
	-2.241 to 0.5588
	No
	ns
	0.3954

	    Braak 0 vs. Braak III/IV
	0.4786
	-0.8224 to 1.780
	No
	ns
	0.7675

	    Braak 0 vs. Braak V/VI
	0.9065
	-0.3715 to 2.184
	No
	ns
	0.2514

	    Braak I vs. Braak III/IV
	1.320
	0.01871 to 2.621
	Yes
	*
	0.0455

	    Braak I vs. Braak V/VI
	1.748
	0.4696 to 3.026
	Yes
	**
	0.0033

	    Braak III/IV vs. Braak V/VI
	0.4279
	-0.7408 to 1.597
	No
	ns
	0.7701

	
	
	
	
	
	

	  AChE-R
	
	
	
	
	

	    Braak 0 vs. Braak I
	0.1295
	-1.383 to 1.642
	No
	ns
	0.9959

	    Braak 0 vs. Braak III/IV
	-0.1792
	-1.600 to 1.242
	No
	ns
	0.9873

	    Braak 0 vs. Braak V/VI
	-0.6165
	-2.016 to 0.7834
	No
	ns
	0.6540

	    Braak I vs. Braak III/IV
	-0.3086
	-1.610 to 0.9923
	No
	ns
	0.9238

	    Braak I vs. Braak V/VI
	-0.7460
	-2.024 to 0.5320
	No
	ns
	0.4212

	    Braak III/IV vs. Braak V/VI
	-0.4373
	-1.606 to 0.7314
	No
	ns
	0.7582



Figure 7B
Main ANOVA
	ANOVA summary
	

	  F
	3.724

	  P value
	0.0204

	  P value summary
	*

	  Significant diff. among means (P < 0.05)?
	Yes

	  R squared
	0.2473


Post-hoc tests
	Dunnett's multiple comparisons test
	Mean Diff.
	95.00% CI of diff.
	Below threshold?
	Summary
	Adjusted P Value
	B-?
	

	  Braak I vs. Braak 0
	-1.069
	-5.031 to 2.894
	No
	ns
	0.8396
	A
	Braak 0

	  Braak I vs. Braak III/IV
	-2.568
	-6.125 to 0.9900
	No
	ns
	0.1987
	C
	Braak III/IV

	  Braak I vs. Braak V/VI
	-4.454
	-7.949 to -0.9591
	Yes
	**
	0.0099
	D
	Braak V/VI
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