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Association between patients’ sex and age at onset, in the context of mutated allele length — ranked
analyses

Differences between the AO values in male and female patients were evaluated in subgroups defined
according to the ranges of the numbers of CAG repeats (Supplemental Table 1). Determination of whether
there was any difference in mutated allele sizes between the cells of interest (specifically, between the groups
defined by mutated allele ranges) allowed us to exclude the possibility that variability in the distribution of
CAG length impacts AO.

AO in women who had 40—45 CAG repeats was significantly later than AO in men (mean+SD;
49.1949.90 vs 48.19+10.07, respectively; P = 0.020), while no differences were observed in mutated allele

length between women and men in the analyzed subgroups.

Association between patients’ sex and age at onset in the context of both mutated and normal allele
length — ranked analyses
AO between sexes was compared in subgroups defined by the size ranges of CAG repeats in both
mutated and normal alleles (Supplemental Table 2).
The sex-related difference in AO in patients with the mutated allele of 4045 CAG was significant
only for those in whom the normal allele length was longer than 17 CAG repeats (mean£SD; 49.404£9.64 vs
47.70£10.03, in women and men, respectively; P = 0.0071).



Supplemental Table 1. Mean/median values of age at onset in women and men with HD and of mutated allele length in groups defined by mutated allele ranges

Mutated | Female AO Male AO Female mutated allele Male mutated allele
allele
(CAG),
Median (q1-q3), Mean, SD | Median (q1-q3), Mean, SD P-value | Median (q1-q3), Mean, SD | Median (q1-q3), Mean, SD P-value
N N N N
<39 54 (50-63), 53 54.87, 11.30| 54 (48-67), 41 56.88, 12.89| 0.604 39 (38-39), 53 38.32,0.87 | 39 (38-39), 41 38.46, 0.92 0.253
40-45 49 (42-56), 1349  49.14,9.90 | 48 (41-55), 1268 48.19, 10.07 | 0.020 43 (41-44), 1349  42.62,1.50 | 43 (41-44), 1268 42.57,1.52 0.411
46-50 35(30-39),397 35.01,7.08 | 34 (30-38),360 34.20,6.70 | 0.086 47 (46-48), 397 47.31,1.31 | 47 (46-48),360  47.40, 1.26 0.219
>50 24 (20-29), 139 24.20,7.06 | 24 (19-29), 116  23.55,7.21 | 0.564 54 (52-57), 139 55.81,6.74 | 53 (52-57), 116  55.75, 6.60 0.736




Supplemental Table 2. Mean/median values of patient’s AO and mutated allele length in groups defined by mutated allele ranges and normal allele ranges

Mutated | Normal | Female Male Female Male

allele allele AO AO mutated allele mutated allele

(CAG), (CAG), | Median (q1-q3), Mean, SD Median (q1-q3), Mean, SD P-value | Median (q1-q3), Mean, SD Median (q1-q3), Mean, SD P-value

<39 <17 541:1(50-58), 33 53.67,10.64 5?(48-67), 25 56.40,13.62 | 0.7592 331(38-39), 33 38.33,0.85 331(38-39), 25 38.40, 1.00 0.5281
>17 55 (50-63), 18 56.44,12.56 [58.5(48.5-69),16 57.63,12.06 | 0.7955 [38.5(38-39), 18 38.22,0.94 39 (38.5-39), 16  38.56,0.81 0.2107

40-45 <17 49 (42-56), 684  48.97,10.13 48 (41-55), 601 48.62,10.04 | 0.369 @43 (41-44), 684 42.60, 1.50 @43 (41-44),601  42.56, 1.54 0.5541
>17 49 (43-56), 634 49.40,9.64 |48 (41-54), 639 47.70, 10.03 | 0.0071 @43 (42-44), 634 42.65,1.49 @43 (41-44),639  42.60, 1.50 0.6432

46-50 <17 35 (31-40), 195  35.45,7.52 34 (30-38), 181 33.87,6.41 | 0.0282* 47 (46-48), 195 47.21,123 W47 (46-48),181 47.37,1.19 0.1336
>17 35 (30-39), 195  34.62,6.68 [35(30-39),171 34.50,6.94 | 0.8088 @7 (46-48), 195 47.39,1.38 W7 (46-48),171 47.42,1.34 0.7987

>50 <17 24 (21-29.5), 64  24.55,6.73 24 (18-29), 58 23.10,6.83 | 0.2983 [53 (51-55.5), 64 54.70,5.28 |53 (52-58), 58 56.10, 7.08 0.3274
>17 24 (20-27), 71 23.70,7.33 |24 (19-29), 58 24.00,7.60 | 0.7779 [54 (52-58),71 56.80,7.81 |53 (51-56), 58 55.40, 6.13 0.1448

*P-value was non-significant after correction for multiple comparisons.




