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Statistics

For all statistical analyses, confirm that the following items are present in the figure legend, table legend, main text, or Methods section

n/a firmed

The exact sample size (n) for each experimental group/condition, given as a discrete number and unit of measurement
A statement on whether measurements were taken from distinct samples or whether the same sample was measured repeatedly

The statistical test(s) used AND whether they are one- or two-sided
Only common tests should be described solely by name; describe more complex techniques in the Methods section.

A description of all covariates tested

A full description of the statistical parameters including central tendency (e.g. means) or other basic estimates (e.g. regression coefficient)
AND variation (e.g. standard deviation) or associated estimates of uncertainty (e.g. confidence intervals)

For null hypothesis testing, the test statistic (e.g. F, t, r) with confidence intervals, effect sizes, degrees of freedom and P value noted
Give P values as exact values whenever suitable.

For Bayesian analysis, information on the choice of priors and Markov chain Monte Carlo settings

For hierarchical and complex designs, identification of the appropriate level for tests and full reporting of outcomes
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Con
‘X A description of any assumptions or corrections, such as tests of normality and adjustment for multiple comparisons

Estimates of effect sizes (e.g. Cohen's d, Pearson's r), indicating how they were calculated

Our web collection on statistics for biclogists contains articies on mony of the points above.

Software and code

Policy information about avai bility of computer code

Data collection | The data are available in EXCEL and SPSS.

Data analysis Data were processed using SPSS 20.0 for Windows.

search but not yet described in published literature, software must be made 2 allable t
.g. GitHub). See the Nature Portfolio guidelines for submitting code & software for furth

For manu! tilizing custom algorithms or software that are central to the

strongly encourage code deposition in a community repository

Data

Policy information about availability of data
All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:
- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability
- For clinical datasets or third party data, please ensure that the statement adheres to our policy

Provide your data availobility statement here
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Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the ,q;;ﬁ;r\p:m- s

- &=
[X] Life sciences [] Behavioural & social sciences |

e sections before making your selection
[ | Ecological, evolutionary & environmental sciences

Life sciences study design

All studies must disclose on t fits aven wHan the

Sample size 507 patients and 122 controls

Data exclusions | Thirty-eight patients (5.5%) dropped out of the study (1 death; 2 with change in diagnosis; 35 other reasons) at the 2 r follow-up and 1
(19%) were not assessed
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Replication There are any finfings can be reproduced

Randomization Clinically significant HRQoL impairment was defined as presenting an increase in PDQ-395I score at V2 > 10% of score at baseline (V0) where

GQol impairment as presenting a decrement in PQ-10 and/or EUROHIS-QOLS score at V2

< 10% of score at baseline (VO) [reference 45
Blinding Not applicable

Reportmg for specific materials, systems and methods

equire information from authors :

yout some types of materials, experimental systems and methods used in many studies. Here licat
or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before se

Materials & experimental systems Methods
Involved in the study

n/a | Involved in the study

Antibodies D [:] ChIP-seq
Eukaryotic cell lines D D Flow cytometry

Palaeontology and archaeology D D MRI-based neuroimaging
Animals and other organisms

Human research participants
Clinical data

Dual use research of concern

Antibodies

Antibodies used { pescribe all antibodies use '/ in the ’,’u.’/y as applicable, provic

Validation Describe the validation of each primary ant ,‘wr’J,’ or the sp pplication, n any vanaation statemen
urar's website, relevant citations, antibody profiles in online databases, or de : 2 In the

Eukaryotic cell lines

Policy information about cell lines

v :
te the source of each cell fing used
Cell line source(s) State the source of each cellfine used-

Authentication Describe the authentication procedures for each cell line used

{ i / g sthia ", ©taminatior
i i ! hat all cell lines tested negative for my waminatior
ntamination  |Confirm1i ; : RS
Evgepiasma contain mycoplasma ¢ ntamination OR declare that the cell lines were not test
| 351

Commonly misidentified lines [ Name any commaonly misidentified cell lines use A in the study and provide a ra
(See ICLAC register)




Palacontology and Archaeology _________________————
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Specimen provenance Y nan forir n for speciniens ¢ Josci

Specimen deposition

Dating methods f new dates are pr be ¢ i {e.q. colle stora

D Tick this box to confirm that the raw and calibrated dates are available in the paper or in Supplementary Information.
1 anpr i or pr > Jda IR state that nd hi

Ethics oversight
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e manuscript

Note that full information on the approval of the study protocol must also be p

Animals and other organisms i I

elines recommended for reporting animal research

Policy information about studies involving animals; ARRIVE guids

» OR state that the study did not invaive fabo

Laboratory animals For

Wild animals

Field-collected samples
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Ethics oversight Ide

quired and

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Human research participants

Policy information about studies involving human research participants

Population characteristics Patients with Parkinson’s disease and controles. Clinical assessment with many scales were conducted. You can review the
| protocolo of this project in hnps://bmcneurol.b\omedcentralAcom/amcles/lo.1186/512883—016—0548-9.

This a 5-year follow-up prospective study. Patients and controles were recruited in 35 centers from Spain from JAN/16 to

Recruitment
0oCT/17 (h(tps://onhnel|b(ary.wxley.com/dm/abs/lo. 1111/ene.14008)

Ethics oversight | comité de Etica de la Investigacién Clinica de Galicia from Spain (2014/534; 02/DEC/2014)

Note that full information on the approval of the study protocol must also be provided in the manuscript

Clinical data

Policy information about clinical studies
All manuscripts should comply with the ICMJE guidelin

Clinical trial registration | Thisisnota clinical trial.

Study protocol h(tps://www.curemose!parkinson.arg/wp» ontent/uploads/2016/05/COPPADIS-PROTOCOLO.pdf (in Spa}usihr)i_

Data collection

| t[ps://bmcneurol.biomedcentral.com/artlcles/lo.1186/512883»016-054&9

Outcomes [ This objective was previously defined (hnps://bmcneurol.blomedcen!ral.com/artlcles/lO.1186]512583-016-0548-9).

Dual use research of concern

Policy information about dual use research of concern

Hazards



Could the accidental, deliberate or reckless misuse of agents or technologies generated in the work, or the application of information presente
in the manuscript, pose a threat to

No ] Yes
Eﬂ Public health
D National security
E‘ Crops and/or livestock

D ‘:] Ecosystems
D‘D Any other significant area

Experiments of concern
Does the work involve any of these experiments of concern:
No | Yes

J D Demonstrate how to render a vaccine ineffective

fiewiwns Buipodal | oljojued sinjeu

D Confer resistance to therapeutically useful antibiotics or antiviral agents
D Enhance the virulence of a pathogen or render a nonpathogen virulent
D Increase transmissibility of a pathogen

G Alter the host range of a pathogen

D Enable evasion of diagnostic/detection modalities

D Enable the weaponization of a biological agent or toxin

D Any other potentially harmful combination of experiments and agents

ChiP-seq

Data deposition

[__—l Confirm that both raw and final processed data have been deposited in a public database such as GEO.

D Confirm that you have deposited or provided access to graph files (e.g. BED files) for the called peaks.

Data access links {For “Initial ; G ) ants, provide reviewer access Hnks
Moy remain private before publicatiori | provide a link to the depostte

For your "Final subrmissior

Files in database submission | provide a iist of ail files available in the database submission

Genome browser session
(e.g. UCSC

Initial submission" and "Revised v

hmission ™ documents.

Methodology
Replicates L ! E ©tal replicates, specifying number, type :n,r/‘;.ﬂ{::‘n‘rz:'r ur/ffe‘m.»’nf

Sequencing depth c 1q depth for each experiment, providing the total number of reads, u uely mapped
€ 1 single-end.

Antibodies | < ihe the antibodies used for the ChiP-seq experiments; as applicable, provide supplier name

Peak calling parameters { Specify the command line program and parameters used for read mapping and peq ling, mciuding the ChiP. control and index f les

; he the o to ensure data quaiity in full detai fuding how many peaks are at FOR 5% and above &
Data quallty cribe the methods ¢ to ensure data \".‘m“."'y in fuli //tf wf, inciuding : A many peaxs "'_( J“ % ! pove 5

{ hd anolyze the ChiP-seq data. For custom co hat has been deposited inta ¢
Software | Describe the software It t and analyze the Chif-seq data. For custom code that has been deposited inte a

| repasitory, provide ac




Flow Cytometry

Plots

Confirm that

—

|| The axis labels state the marker and fluorochrome used (e.g. CD4-FITC)
j The axis scales are clearly visible. Include numbers along axes only for bottom left plot of group (a 'group' is an analysis of identical markers)
[ ] All plots are contour plots with outliers or pseudocolor plots

{' " A numerical value for number of cells or percentage (with statistics) is provided.

Methodology

Sample preparation
Instrument

Software
Cell population abundance

Gating strategy

D Tick this box to confirm that a figure exemplifying the gating strategy is provided in the Supplementary Information.

Magnetic resonance imaging

Experimental design

Design type

Design specifications

Behavioral performance measures | i ) type i ded {e.g. ¢ 253, response time) and wha

mearn, range, Gna/or sta

Acquisition
Imaging type(s)

Field strength 2
, spin echo, etc.), ima type (EPL, spiral, ete.). field of view, matr

Sequence & imaging parameters

2seribing how the region was de.

Area of acquisition

Diffusion MRI []used

Preprocessing

d revision number and on specific parameters (model/functions, brain extraction

Preprocessing software

Normalization if data were nort

ransform

Normalization template | Describe

Noise and artifact removal

ojtiod 3injeu ;

odai | of




Volume censoring efine you are and ethod and criteria for vo ) 1t

ich

Statistical modeling & inference

Model type and settings Specify type (imass univar

Effect(s) tested Define precise effect in terms of the task or stimulus conditior instead of psychological concepts and indicate wnetner

r factorial designs were
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Specify type of analysis:  [_] Whole brain  [_] ROI-based [] Both

Statistic type for inference Specify voxel-wise or cluste
(See Eklund et al. 2016)

ant paramet i { met

Correction Describe the
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Models & analysis

n/a | Involved in the study
D D Functional and/or effective connectivity
D D Graph analysis

D D Multivariate modeling or predictive analysis

Functional and/or effective connectivity Report the measures of dependence used and the

Graph analysis

dent variables, features extroction and

Multivariate modeling and predictive analysis

I metrics.




