SUPPLEMENTARY

Supplementary Figure 1 — Flow chart of IAF-BO cohort

Seventy patients met eligibility criteria and were included in the IAF-BO cohort. Among them, 9
patients converted to MSA with median latency of conversion from disease onset of 6.0 [5.0-8.0]
years; 10 patients converted to DLB with a median latency of conversion of 10.5 [5.8-27.0] years;
and 4 patients converted to PD with median latency of conversion of 11.5 [8.3-17.8] years.
Additionally, 5 patients developed a parkinsonian syndrome, with an unclear response to
dopaminergic therapy, not meeting any international diagnostic criteria and thus classified as
undefined parkinsonism (park), with a median latency of conversion of 6.0 [5.0-15.0] years.

Abbreviations: DLB = dementia with Lewy bodies, MSA = multiple system atrophy, PAF = pure
autonomic failure, park= undefined parkinsonism, PD = Parkinson’s disease.
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Supplementary Table 1. Correlations between HRQoL, disability and severity of autonomic symptoms.

COMPASS- COMPASS- COMPASS- COMPASS-31 COMPASS-31 COMPASS- COMPASS- OHSA BRCS BDI
31 31 31 Secretomotor Gastrointestinal 31 31
Total score Orthostatic Vasomotor Bladder Pupillomotor
intolerance

rho/p rho/p rho/p rho/p rho/p rho/p rho/p rho/p rho/p rho/p

SF-36 -0.48 -0.48 0.25 -0.12 -0.42 -0.14 0.03 -0.56 0.41 -0.24
PCS 0.001 0.001 0.20 0.54 0.03 0.48 0.86 0.001 0.03 0.22
SF- 36 -0.19 -0.31 -0.16 -0.08 -0.20 0.16 -0.23 -0.35 0.24 -0.57
MCS 0.31 0.11 0.40 0.70 0.30 0.41 0.24 0.07 0.22 0.001
OHDAS 0.46 0.41 -0.35 0.03 0.60 0.08 -0.12 0.50 -0.54 0.50
0.01 0.03 0.06 0.86 0.001 0.68 0.52 0.01 0.002 0.01
SF- 0.28 0.14 -0.05 0.31 0.01 0.53 0.13 0.15 0.13 0.17
Qualiveen 0.15 0.48 0.80 0.10 0.97 0.003 0.50 0.42 0.51 0.39
mBlI -0.56 -0.39 0.17 -0.03 -0.51 -0.46 0.16 -0.47 0.39 -0.17
0.002 0.04 0.39 0.86 0.005 0.01 0.42 0.01 0.04 0.55

ADL -0.66 -0.34 0.09 -0.24 -0.44 -0.51 -0.12 -0.46 0.08 -0.18
0.001 0.07 0.64 0.21 0.02 0.004 0.53 0.01 0.67 0.36
IADL -0.45 -0.48 0.26 -0.03 -0.44 -0.08 0.10 -0.55 0.37 -0.31
0.01 0.01 0.18 0.88 0.02 0.67 0.60 0.001 0.05 0.10

Correlations are controlled for age. Spearman’s correlation coefficients (rho) are reported and p-values < 0.05 are marked in bold. SF-36 PCS, SF- 36 MCS, SF-
Qualiveen are measures of HRQoL; OHDAS, mBI, ADL and IADL are measures of disability and the COMPASS-31 and OHSA measures the severity of
autonomic symptoms. Correlations with the levels of resilience (BRCS) and depressive symptoms (BDI) are also shown.

Abbreviations: HRQoL = health-related quality of life, SF-36 = Short Form 36 Health Survey, PCS = physical component score of SF-36, MCS = mental
component score of SF-36, mBI = modified Barthel Index, ADL = activities of daily living scale, IADL = instrumental activities of daily living scale, COMPASS-31 =
Composite Autonomic Symptom Score, OHDAS = orthostatic hypotension daily activities scale, BRCS = = Brief Resilient Coping Scale, BDI = Beck Depression
Inventory.



Supplementary Table 2 - Multivariable quantile regression models with HRQoL and disability

measures as dependent variables, COMPASS-31 and BRCS or BDI as independent variables.

Outcome Multivariable quantile regression models*
Variables B (95% CI) P R2#

SF-36 - PCS COMPASS-31 -0.18 (-0.74;0.38) 0.513 0.44
BRCS 1.12 (-0.94;3.18) 0.273
Interaction COMPASS-31*BRCS -0.003 (-0.05;0.40) 0.882

OHDAS COMPASS-31 1.26 (0.68;2.45) 0.039 0.29
BRCS 1.94 (-2.42;6.30) 0.367
Interaction COMPASS-31*BRCS -0.074 (-0.16;0.16) 0.103
COMPASS-31 0.66 (0.26; 1.00) 0.002 0.32
BDI 0.74 (-0.06; 1.54)  0.071
Interaction COMPASS-31*BDI -0.01 (-0.26; 0.08) 0.279

mBI COMPASS-31 -1.15(-1.83;-0.46) 0.002 0.39
BRCS -2.28 (-4.80;0.23) 0.073
Interaction COMPASS-31*BRCS 0.075 (0.23;0.13)  0.007

IADL COMPASS-31 -0.09 (-0.19;0.01) 0.066 0.36
BRCS -0.19 (-5.50;0.17)  0.291
Interaction COMPASS-31*BRCS 0.006 (-0.00;0.13) 0.122

*Adjusted for age and sex. R2referred to the whole model. P values < 0.05 are marked in bold.

Separate models were constructed for HRQoL and disability outcomes variables that significantly correlated
with clinical measures of autonomic symptoms and levels of resilience and depression. The outcomes
variables were treated as continuous. Each model included age and sex as covariates, along with the
interaction COMPASS-31 by BRCS and COMPASS-31 by BDI. In case of significant interaction effects,
these were unpacked by stratifying resilience into low and medium/high groups based on the cut-offs
provided by the BRCS and calculating correlation coefficients for these two groups separately. The
coefficient (of the 50th percentile) represents the median of the outcome variables (PCS, OHDAS, mBI,
IADL) associated with a one-unit change in the independent variables.

Abbreviations: HRQoL = health-related quality of life, SF-36 = Short Form 36 Health Survey, PCS =
physical component score of SF-36, MCS = mental component score of SF-36, OHDAS = orthostatic
hypotension daily activities scale, mBl = modified Barthel Index, IADL = instrumental activities of daily living
scale, COMPASS-31 = Composite Autonomic Symptom Score, BRCS = Brief Resilient Coping Scale, BDI =
Beck Depression Inventory.

Unstandardized beta coefficients, 95% confidence intervals and p-values are shown.

Reference: K. Yu, Z. Lu, J. Stander, Quantile regression: Applications and current research areas, Journal
of the Royal Statistical Society Series D: The Statistician 52 (2003). https://doi.org/10.1111/1467-9884.00363



