Supplementary Figure 1: Comparison of NEFL and PENK for discriminating HD mutation
carriers from controls. ROC curve and AUC values comparing the discriminatory ability of
NEFL and PENK for distinguishing between HD mutation carriers and controls.
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Supplementary Figure 2: Discriminatory importance of CSF proteins for stratification of
HD stages. CSF proteins ranked based on their relative importance for discriminating (A) HD
mutation carriers from controls, (B) preHD from controls and (C) manHD from preHD groups.
Fold changes represent the ratio of age-adjusted means between groups. Grey bars represent
the percentage of events a variable was selected by sPLS-DA in the bootstrapped samples.

A Controls vs HD mutation carriers B Controls vs preHD
. Fold change . Fold change
CSF protein (HD / controls) CSF protein (preHD / controls)

PENK 0.63 ALB 1.18
IGHG1 1.28 PENK 0.65
PDYN 0.76 PPP1R1B 0.73
IGF2 1.36 c1QB 0.81
NEFL 1.97 IGHG1 1.21
GNAL 1.52 BDNF 0.77
ALB 114 c1Qc 0.82
DRD1 1.42 GNAL 1.54
CTSD 0.87 APOE 0.79
BDNF 0.78 cYcs 0.80
APOE 0.80 NEFL 1.63
IDO1 0.89 IGF2 1.35

c7 124 PDYN 0.77
PPP1R1B 0.82 DRD1 1.42
TTR 0.90 C4B 0.87
c1QB 0.86 TTR 0.84
FAT2 1.14 CHI3L1 1.06
c4B 1.01 IDO1 0.93
CHI3L1 1.25 DRD2 0.89
PDE10A 1.07 CNR1 0.95
SIGMAR1 0.94 PDE10A 1.07
CNR1 0.89 CTSD 0.90
c1Qc 0.89 cLU 1.03
DRD2 0.99 FAT2 1.11
CLU 1.05 c7 1.18
cycs 0.99 SIGMAR1 0.96
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C PreHD vs manHD
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Supplementary Figure 3: Multi-marker CSF protein panels for stratifying subjects based
on HD mutation status and disease severity. AUC values of individual and combinations of
CSF proteins with the highest discriminatory ability for distinguishing (A) HD mutation carriers

from controls, (B) preHD from controls, (C) manHD from preHD, (D) early/mid HD from preHD,
and (E) late HD from early/mid HD.

A

Controls vs HD mutation carriers

1 marker 2 markers 3 markers
Individual protein C 2A G 2B C ination 3
Protein AUC  Proteins AUC Proteins AUC Proteins AUC
PENK 0.94 PENK PENK PENK
NEFL 0.6 IGHG1 0.6 GNAL 0.98
IGHG1
B Controls vs preHD
1 marker 2 markers 3 markers
Individual protein  Combination 2 C ion 3A Combination 3B Combination 3C  Combi 3D Combination 3E  Combination 3F Combination 3G Combination 3H
Protein  AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC
PENK 0.92 PENK 0.98 PENK PENK PENK PENK PENK PENK PENK PENK
ALB ALB 1 ALB 1 ALB 1 ALB 1 ALB 1 ALB 1 IGHG1 1 IGF2 1
NEFL IGF2 c7 BDNF APOE IGHG1 NEFL c7
C PreHD vs manHD
1 marker 2 markers 3 markers 4 markers
Individual protein Combination 2 Combi 13 C ination 4
Protein  AUC Proteins AUC Proteins AUC Proteins AUC
CHI3L1 0.70 C4B 084 C4B CHI3L1
IGHG1 ’ IGHG1 0.87 C4B 0.91
NEFL IGHG1
ALB
D PreHD vs early/mid HD
1 marker 2 markers 3 markers 4 markers
Individual protein  Combination 2 Combination 3A  Combil 13B  Combination 3C  Combi 4A Combination 4B Combi 14C  Combination 4D
Protein AUC  Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC
PPP1R1B 0.78 PPP1R1B 0.89 PPP1R1B TTR C4B PPP1R1B PPP1R1B TTR TTR
TTR TTR 0.95 CHI3L1 0.95 TTR 0.95 TTR 1 TTR 1 ALB 1 CHI3L1
CHI3L1 CTSD CNR1 CHI3L1 ALB CTSD ALB
CTSD CTSD CYCS CTSD
4 markers
Combination 4E  Combination4F C 4G C ination 4H  Combination 41 Combi 4 C ion 4K  Combi 4. C 4M  Combination 4N
Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC
C4B PPP1R1B TTR PPP1R1B TTR C4B PPP1R1B c1QB c1QB c1QB
TTR 1 TTR 1 CHI3L1 1 C4B CHI3L1 TTR 1 Cc1QB 1 TTR TTR 1 TTR
ALB ALB CTSD TTR CTSD CTSD TTR CTSD CTSD CHI3L1
CYcs CYCs CYCs CTSD CNR1 CNR1 CTSD CYCS CNR1 CTSD
E Early/mid HD vs late HD
1 marker 2 markers 3 markers 4 markers 5 markers
Individual protein  Combination 2 Combination 3A°  Combination 3B Combi 3C C 3D C i 4 Combi 5A C 5B
Protein  AUC  Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC Proteins AUC
PDYN 0.84 PDYN 0.88 PDYN PDYN PENK CNR1 CNR1 CNR1 CNR1
PENK PENK 0.91 c1QB 0.91 CNR1 0.91 c1QB 091 PPP1R1B 097 PPP1R1B BDNF
IGHG1 IGHG1 IGF2 IGHG1 APOE BDNF 1 APOE 1
IGHG1 APOE IGF2
IGHG1 IDO1
5 markers
[of ination 5C Combination5D C 5E
Proteins AUC  Proteins AUC Proteins AUC
CNR1 CNR1 PDYN
BDNF PPP1R1B CNR1
c1QB 1 BDNF 1 PPP1R1B 1
IGF2 Cc1QB c1QB
IDO1 IGHG1 IGHG1



