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Suppl. Figure 1. Htt analyte batch correction. Htt analyte values in laboratory analysis Batch 1 (B1) and Batch 2 (B2), before (A) and after (B) normalization of Batch 2 by the Batch 1 mean/Batch 2 mean ratio for each analyte. Error bars represent median +/- 95% CI; comparisons conducted using Mann-Whitney U test. 
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Suppl. Figure 2. Htt analyte outliers excluded. Plasma and salivary tHtt values identified as outliers (‘X’ data points) and excluded from analyses. Error bars represent median ± 95% CI.
Suppl. Table 1. Relationship between plasma and salivary tHtt, mHtt, with clinical factors after adjusting for Age, CAG, Sex (r, p)
	
	PM (n=34)
	HD (n=19)
	PM+HD (n=53)

	
	Plasma tHtt
	Plasma mHtt
	Salivary tHtt
	Salivary mHtt
	Plasma tHtt
	Plasma mHtt
	Salivary tHtt
	Salivary mHtt
	Plasma tHtt
	Plasma mHtt
	Salivary tHtt
	Salivary mHtt

	Plasma tHtt
	
	0.22, 0.25
	-0.18, 0.34
	-0.10, 0.61
	
	-0.19, 0.49
	-0.17, 0.56
	-0.17, 0.56
	
	0.12, 0.42
	-0.13, 0.40
	-0.10, 0.53

	Plasma mHtt
	
	
	-0.23, 0.23
	-0.11, 0.57
	
	
	0.30, 0.29
	-0.23, 0.42
	
	
	-0.09, 0.55
	-0.23, 0.13

	Salivary tHtt
	
	
	
	0.56, <0.001
	
	
	
	0.27, 0.35
	
	
	
	0.51, <0.001

	Demographic data
	
	
	
	
	
	
	
	
	
	
	
	

	Education
	0.35, 0.06
	-0.01, 0.97
	-0.01, 0.98
	-0.22, 0.25
	0.14, 0.62
	-0.13, 0.64
	0.36, 0.20
	0.26, 0.37
	0.18, 0.21
	-0.02, 0.88
	0.17, 0.27
	-0.01, 0.95

	Disease data
	
	
	
	
	
	
	
	
	
	
	
	

	PIN score
	0.06, 0.76
	0.29, 0.12
	0.20, 0.29
	0.26, 0.16
	-0.12, 0.66
	-0.35, 0.19
	-0.58, 0.03
	-0.10, 0.73
	-0.14, 0.34
	0.04, 0.76
	-0.02, 0.92
	0.25, 0.10

	YTO 60%
	0.22, 0.24
	0.09, 0.62
	-0.20, 0.29
	-0.28, 0.13
	0.30, 0.26
	0.19, 0.48
	0.53, 0.049
	0.11, 0.70
	0.31, 0.03
	0.09, 0.53
	-0.12, 0.44
	-0.36, 0.01

	Clinical Data
	
	
	
	
	
	
	
	
	
	
	
	

	TFC
	-0.09, 0.63
	-0.26, 0.15
	-0.10, 0.61
	-0.10, 0.60
	0.39, 0.13
	-0.12, 0.66
	0.46, 0.10
	-0.06, 0.83
	0.15, 0.29
	 -0.18, 0.22
	0.03. 0.84
	-0.18, 0.23

	Independence
	-0.29, 0.12
	-0.34, 0.06
	-0.01, 0.96
	-0.16, 0.41
	0.19, 0.48
	-0.15, 0.59
	-0.02, 0.95
	-0.25, 0.39
	0.01, 0.93
	-0.21, 0.14
	-0.07, 0.65
	-0.21, 0.16

	SDMT
	-0.16, 0.39
	-0.26, 0.15
	-0.05, 0.81
	-0.02, 0.93
	0.15, 0.57
	0.28, 0.29
	0.30, 0.29
	0.01, 0.98
	0.08, 0.58
	-0.10, 0.49
	0.02, 0.88
	-0.08, 0.59

	MoCA
	-0.12, 0.55
	0.01, 0.96
	0.08, 0.69
	-0.02, 0.92
	-0.01, 0.97
	0.27, 0.30
	0.15, 0.61
	-0.37, 0.19
	-0.10, 0.49
	0.04, 0.81
	0.12, 0.41
	0.02, 0.88

	MMSE
	0.07, 0.73
	0.16, 0.39
	-0.06, 0.75
	-0.02, 0.92
	-0.03, 0.91
	0.26, 0.34
	0.31, 0.28
	-0.02, 0.96
	0.02, 0.89
	0.13, 0.37
	0.06, 0.69
	-0.09, 0.57

	TMS
	-0.12, 0.54
	0.20, 0.29
	0.39, 0.03
	0.50, 0.005
	0.08, 0.77
	-0.43, 0.10
	-0.65, 0.01
	-0.14, 0.63
	-0.13, 0.36
	-0.01, 0.96
	0.14, 0.33
	0.36, 0.01

	Chorea
	-0.15, 0.44
	-0.15, 0.43
	0.47, 0.01
	0.46, 0.01
	0.16, 0.55
	-0.54, 0.03
	-0.54, 0.046
	-0.35, 0.22
	-0.17, 0.26
	-0.19, 0.18
	0.16, 0.28
	0.26, 0.08

	DCL
	-0.21, 0.26
	0.12, 0.52
	0.44, 0.02
	0.52, 0.004
	
	
	
	
	-0.19, 0.20
	-0.01, 0.93
	0.27, 0.07
	0.39, 0.006

	PBA Total
	0.12, 0.51
	-0.04, 0.85
	0.24, 0.20
	0.15, 0.42
	-0.33, 0.22
	0.32, 0.22
	0.43, 0.13
	-0.21, 0.48
	-0.04, 0.78
	0.03, 0.86
	0.36, 0.01
	0.23, 0.15

	HADSSIS-Total
	0.14, 0.45
	-0.06, 0.76
	0.16, 0.42
	0.04, 0.84
	-0.37, 0.16
	0.45, 0.08
	0.20, 0.50
	-0.17, 0.56
	-0.08, 0.60
	0.08, 0.60
	0.24, 0.11
	0.12, 0.42

	TUG
	0.14, 0.57
	-0.06, 0.81
	0.17, 0.48
	0.37, 0.12
	0.11, 0.73
	-0.09, 0.77
	-0.16, 0.62
	0.34, 0.28
	0.10, 0.57
	-0.09, 0.60
	0.10, 0.58
	0.43, 0.01

	SWR
	-0.14, 0.44
	-0.20, 0.26
	-0.14, 0.45
	-0.37, 0.03
	0.23, 0.40
	0.34, 0.20
	0.10, 0.73
	-0.12, 0.68
	0.01, 0.95
	-0.03, 0.83
	-0.05, 0.76
	-0.19, 0.20

	cUHDRS
	-0.23 0.20
	-0.22, 0.20
	-0.21, 0.25
	-0.37, 0.04
	0.22, 0.41
	0.22, 0.42
	0.40, 0.16
	-0.08, 0.80
	0.05, 0.74
	-0.10, 0.47
	-0.04, 0.82
	-0.22, 0.13



[bookmark: _Hlk105418682]CAP, CAG and Age Product; YTO 60%, years to predicted manifest onset at 60% probability; TFC, Total Functional Capacity; SDMT, Symbol Digit Modalities Test; MoCA, Montreal Cognitive Assessment; MMSE, Mini-Mental State Examination; TMS, Total Motor Score; DCL, Diagnostic Confidence Interval; PBA Total, Problem Behaviors Assessment Total, HADS-SIS, Hospital Anxiety and Depression Scale-Snaith's Irritability Scale; TUG, Timed Up and Go; cUHDRS, composite Huntington’s Disease Rating Scale. Grey cells contained significant correlations (p<0.05) before adjusting for covariates (see Table 3).
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[bookmark: OLE_LINK3]Suppl. Figure 3. Relationship between salivary tHtt and clinical measures. Graphical presentation of significant correlations of saliva tHtt with saliva mHtt (A), Chorea score (B), Total Motor Score (TMS; C), diagnostic confidence level (DCL; D) and Problem Behaviors Assessment Total (PBA Total) score (E), in premanifest (PM; hollow circles) and manifest HD (HD; filled circles) participants. One additional data point excluded visually (saliva tHtt = 4004 fM) to support visual presentation.
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Suppl. Figure 4. Relationship between salivary mHtt and clinical measures. Graphical presentation of significant correlations of salivary mHtt with salivary tHtt (A), CAG-Age Product (CAP) score (B), normalized prognostic index (PIN) score (C), predicted years to 60% probability of manifest symptom onset (D), Independence score (E), Total Motor Score (TMS, F), diagnostic confidence level (DCL, G), Chorea (H), and Timed Up and Go (TUG) score (I), in premanifest (PM; hollow circles) and manifest HD (HD; filled circles) participants.
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