Table S5. Significant three-way interactions between PI, SBP, and AD-related biomarkers on rsFC.
	AD-related biomarker
Seed region
	Cortical region
	MNI coordinates
	Cluster p-value
	F13,57
	T(min–max)
	R2
	Local effect size
	95% CI

	Plasma Aload
	
	
	
	
	
	
	
	
	
	

	Caudal hippocampus (R)
	 EC (R)
	22
	4
	-33
	0.04
	20.0
	3.3 – 4.5
	0.23
	2.7 L
	1.7 – 5.6

	Nucleus accumbens (L)
	 ITG (L)
	-46
	-17
	-33
	0.03
	17.6
	3.3 – 4.2 
	0.21
	-2.2 L
	-4.9 - -1.3

	NbM (L)
	 lOCC (R)
	20
	-98
	-4
	0.02
	28.6
	3.2 – 5.3
	0.30
	2.8L
	2.1 – 5.3

	NbM (R)
	 SFG (R)
	14 
	47
	5
	0.02
	25.0
	3.3 – 5.0
	0.27
	2.9 L
	1.7 – 6.8

	Dorsomedial thalamus (L)
	 MTG (L)
	-53
	-38
	-3
	0.002
	29.9
	3.3 – 5.5 
	0.31
	2.5 L
	1.8 – 6.0

	
	 MTG (L)
	-58
	-44
	-8
	0.03
	20.1
	3.3 – 4.5
	0.23
	-2.0L
	-3.9 – -1.0

	Ventrolateral thalamus (L)
	 MTG (L)
	-48
	-34
	-4
	0.0001
	25.9
	3.3 – 5.1
	0.28
	2.7L
	1.8 – 5.4

	
	 SFG (L)
	-12
	62
	20
	0.0009
	18.2
	3.3 – 4.3
	0.21
	2.3L
	1.5 – 4.4

	Ventrolateral thalamus (R)
	 MTG (L)
	-56
	-40
	-2
	0.002
	23.5
	3.3 – 4.8
	0.26
	2.4L
	1.4 – 5.5

	Plasma pTau-181
	
	
	
	
	
	
	
	
	
	

	Caudal hippocampus (R)
	 Precentral (R)
	12
	-20
	75
	0.04
	18.0
	3.3 – 4.2
	0.21
	2.4L
	1.5 – 4.6

	NbM (L)
	 rACC (R)
	6
	39
	-5
	0.003
	20.1
	3.3 – 4.5
	0.23
	-2.4L
	-3.9 – -1.4

	Dorsomedial thalamus (L)
	 MTG (L)
	-55
	-37
	-3
	0.05
	16.4
	3.3 – 4.0
	0.20
	2.1L
	1.1 – 3.8

	Dorsomedial thalamus (R)
	 MTG (L)
	-58
	-39
	-2
	0.02
	18.1
	3.3 – 4.2
	0.21
	2.3L
	1.3 – 4.1

	Ventrolateral thalamus (L)
	 STG (L)
	-50
	-30
	0
	0.003
	16.6
	3.4 – 4.1
	0.20
	2.7L
	1.4 – 3.9

	Ventrolateral thalamus (R)
	 MTG (L)
	-58
	-39
	-2
	0.01
	15.2
	3.2 – 3.9
	0.18
	2.0L
	1.2 – 3.8

	
	 ITG (R)
	44
	-14
	-27
	0.04
	16.2
	3.2 – 4.0
	0.19
	2.3L
	1.4 – 4.2

	Serum GFAP

	Rostral hippocampus (L)
	 lOCC (L)
	-3
	-99
	4
	0.004
	40.2
	3.3 – 6.3
	0.37
	3.2L
	2.4 – 5.4

	Caudal hippocampus (L)
	 SFG (R)
	21
	10
	64
	0.03
	19.8
	3.3 – 4.4
	0.23
	-2.7 L
	-4.6 - -1.9

	
	 SMG (R)
	59
	-27
	33
	0.003
	19.8
	3.3 – 4.4
	0.23
	-2.9L
	-4.7 – -1.9

	Ventral caudate (L)
	 IPC (L)
	-43
	-65
	20
	0.02
	19.8
	3.3 - 4.4 
	0.23
	2.9 L
	2.0 – 5.9

	
	 Precuneus (R)
	13
	-45
	55
	0.005
	20.2
	3.3 – 4.5
	0.23
	3.0 L
	2.3 – 5.7

	Ventral caudate (R)
	 SMG (R)
	60
	-19
	29
	0.02
	16.5
	3.3 – 4.1
	0.20
	-2.6L
	-4.7 – 1.1

	Nucleus accumbens (L)
	 SPC (L)
	-14
	-74
	42
	0.03
	23.2
	3.3 – 4.8
	0.26
	2.7 L
	1.9 – 4.6

	
	 Paracentral (R)
	15
	42
	53
	0.0003
	26.1
	3.3 – 5.1
	0.28
	2.5 L
	1.6 – 4.5

	
	 ITG (R)
	47
	-17
	-31
	0.03
	19.7
	3.3 – 4.4
	0.23
	-2.8 L
	-4.9 - -1.9

	Nucleus accumbens (R)
	 SFG (R)
	10
	22
	61
	0.01
	28.4
	3.3 – 5.3
	0.30
	3.3L
	2.4 – 5.9

	
	 Paracentral (R)
	16
	-42
	49
	0.04
	18.2
	3.3 – 4.3
	0.21
	2.6 L
	1.9 – 4.4

	
	 cMFG (L)
	-25
	1
	48
	0.007
	17.9
	3.3 – 4.2
	0.21
	-2.6L
	-4.6 – -1.6

	NbM (R)
	 lOFC (R)
	33
	28
	-4
	0.04
	19.0
	3.4 – 4.3
	0.22
	3.0L
	1.6 – 5.4

	
	 Precentral (R)
	42
	-15
	59
	0.005
	19.1
	3.3 – 4.4
	0.22
	-3.1L
	-5.4 – -2.1

	Serum NfL

	Rostral hippocampus (R)
	 Paracentral (L)
	-10
	-29
	46
	0.009
	17.8
	3.3 – 4.2
	0.21
	2.5L
	1.4 – 5.8

	
	 SFG (L)
	-7
	-11
	70
	0.01
	21.4
	3.3 – 4.6
	0.24
	3.3L
	1.7 – 6.4

	
	 Precuneus (R)
	7
	-45
	52
	0.008
	19.3
	3.2 – 4.4
	0.22
	2.7L
	1.8 – 5.5

	
	 Precentral (R)
	6
	-11
	72
	0.009
	19.0
	3.2 – 4.4
	0.22
	3.0L
	2.0 – 5.8

	Caudal hippocampus (L)
	 Paracentral (L)
	-7
	-15
	72
	0.03
	40.6
	3.4 – 6.4
	0.38
	3.8L
	2.8 – 6.2

	Ventral caudate (R)
	 SMG (R)
	60
	-21
	23
	0.01
	20.7
	3.3 – 4.5
	0.24
	-3.1L
	-6.6 – -2.1

	Nucleus accumbens (L)
	 IPC (L)
	-40
	-60
	32
	0.01
	16.0
	3.3 – 4.0
	0.19
	3.0L
	1.5 – 7.4

	
	 ITG (L)
	-56
	-24
	-18
	0.01
	14.5
	3.3 – 3.8
	0.18
	3.2L
	1.6 – 7.9

	
	 Insula (L)
	-35
	-3
	13
	0.02
	12.4
	3.2 – 3.5
	0.16
	-2.9L
	-6.5 – -1.4

	Nucleus accumbens (R)
	 lOFG (L)
	-11
	32
	-23
	0.0001
	20.3
	3.3 – 4.5
	0.23
	3.4L
	2.3 – 6.6

	
	 MTG (L)
	-56
	-32
	-6
	0.02
	25.4
	3.3 – 5.0
	0.27
	3.4L
	2.4 – 6.1

	
	 lOFG (R)
	13
	38
	-23
	0.03
	17.9
	3.3 – 4.2
	0.21
	2.9L
	1.0 – 6.0

	NbM (L)
	 MTG (R)
	57
	-43
	-8
	0.02
	18.5
	3.2 – 4.3
	0.22
	2.8L
	1.8 – 8.2

	
	 Postcentral (R)
	66
	-9
	19
	0.05
	15.1
	3.3 – 3.9
	0.18
	-3.0L
	-5.6 – -1.9

	NbM (R)
	 Pars Triangularis (R)
	51
	30
	14
	0.01
	22.7
	3.3 – 4.8
	0.25
	-3.5L
	-6.5 – -2.4

	Dorsomedial thalamus (L)
	 cACC (R)
	3
	12
	25
	0.005
	21.2
	3.2 – 4.6
	0.24
	3.0L
	2.0 – 6.3

	Dorsomedial thalamus (R)
	 ITG (L)
	-54
	-23
	-30
	0.02
	23.5
	3.4 – 4.8
	0.26
	3.2L
	2.1 – 6.5

	
	 Insula (L)
	-36
	-20
	4
	0.01
	14.1
	3.2 – 3.7
	0.17
	-2.8L
	-6.4 – -1.8

	Ventrolateral thalamus (L)
	 ITG (L)
	-44
	-21
	-23
	0.04
	15.0
	3.3 – 3.9
	0.18
	2.9L
	1.7 – 7.4

	[bookmark: _GoBack]Ventrolateral thalamus (R)
	 cMFG (R)
	29
	25
	43
	0.02
	28.9
	3.3 – 5.4
	0.30
	3.5L
	2.5 – 6.5


↑/↓ Direction of RI–rsFC association in participants with high levels of both biomarkers: ↑ = higher rsFC → greater RI, ↓ = higher rsFC → lower RI; cACC: caudal anterior cingulate; cMFG: caudal middle frontal gyrus; EC: entorhinal cortex; IPC: inferior parietal cortex; ITG: inferior temporal gyrus; lOCC: lateral occipital cortex; lOFC: lateral orbitofrontal cortex; mOFC: medial orbitofrontal cortex; MTG: middle temporal gyrus; NbM: nuclei basalis of Meynert; rMFG: rostral middle frontal gyrus; SFG: superior frontal gyrus; SMG: supramarginal gyrus; SPC: superior parietal cortex; SFG: superior frontal gyrus; STG: superior temporal gyrus; L: left; R: right.

