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Reporting Summary

Mature Portfolic wishes to improve the reproducibility of the work that we publish. This form provides structure for consistency snd trarsparency
in reporting. For further information on Meture Portfolio policies, s=e gur Editorial Policies and the Editoris| Policy Checklist.

Flease o not complete any field with "not applicable” or nfa. Refer to the help bext for what text to wse i an item s not relevant to your study,
Eor final submission: please carefully check your responses for accurscy; you 'will not be oble to make changes later.
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Statistics

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

Confirmed
m The exact sample sze (0] for each experimental groug/condition, green 2z a discrete number and unit of measurement
|:| A stetemant on whether measurements wers taken from distinct samples or whether the same sample was messured repeatedly

IXI The statistical t=st|s) used AND whether they are one- or tao-sided
Dnly comman tashs should be desoribed sokely by nowme; desoribe mone Compiey teckaigues in the Mathods section

[X] # description of all covariates tested
m A description of any assumptions or corrections, such as tests of normality snd sdjustment for multiple comparisons

A full description of the statistical parameters induding central tendency (e.g. means) or other basic estimates [2.5. regremion coefficient]
AND varistion [=.g. standard devistion) or associated estimates of uncertsinty [eg. confidence intzrals)

m Far null hypathesis testing, the test statistic (e g F, &, r] with confidence intervals, effect sizes, degrees of freedom and P value noted
e P voiues o enact values whaneeer suitabla,

|:| Faor Bayesian anaslysis, information on the choice of priors and Markoy chain Maorte Carlo settings

|:| Far hizrarchical and complex designs, identification of the spgropriate lewel for tests and full regorting of outcomies
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IX' Estimates of effect sizes (.. Cohen's d, Pearson’s r], indicating how they were calculsted
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Software and code

Policy information about availability of computer code
Data collection Electronic data capture system of the Metabolic Fitness Association

Datz anelysis SPSS Version 13.0 (SPSS Inc., Chicago, IL, USA)

Fer mramscrip Ut lng custesm algorithers o Lol terase thal are ceninel o the fessanch B yisl iy i

In pubished Beraine, dof e mua b mede s ilbie 10 edibos and

v We sirongly encourage code deposEion in @ comerunity nepeditery (e g G- ub). 5ok the Nabure Pordiollo guilelng: for subrmliting oo & wofw e for furthes informatios
Data

Policy informiation about pyailability of dats

All manusoripts must include s dets svsilsbility stetement. This ststement should pravide the following information, where applicable:

- Arression codes, unigue identifiers, or web Enis for publicly svasable datasets
- & description of any restrictions on data svailability
- For dinical datasets or third party dats, plesse ensure that the statememnt sdheres toowr polcy

The raw data are available under restricted access due to the inclusion of confidential information. For strictly research purposes, access
can be obtained by the corresponding author (giuseppe.pugliese@uniromal.it) on reasonable request within 3 months.
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Research involving human participants, their data, or biological material

Policy information about studies with human participants or human dats. 5e= also policy information about sex, gender identity/presentation],
znd s=xual grisnteation and race. sthnicity and racism.

Repocting o sex and gendar Sex (determined based on self-report) was considered in the randomization process (stratified by sex
within each center) and was a covariate in the survival analyses. Of the 300 participants, 116 (38.66%)
were females.

Reporting on race, ethnicty, or o i
ather socially relevart All participants were Caucasians.

ErDupings
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Physically inactive and sedentary patients with type 2 diabetes of >1-year duration, of both sexes, aged

s Ixcti isti
Opuistian charactenstics 40-80 years, and with a body mass index 27-40 kg-m2.
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Three hundred eligible patients recruited in 3 outpatients diabetes clinics in Rome from October 2012 to

Recruitment February 2014. Participants signed an informed consent and received no compensation.

Ethics aversight Protocol approved by the Ethics Committee of Sant'Andrea University Hospital on 25 Sept 2012.

Node that full information on the aponoval of the study protoool must slso b providisd B tse manescript.

Field-specific reporting

Please select the one below that is the best fit for your research. 1§ you are not sure, read the appropriate sections before making your seledson.

[X] Lifie scienoes D Behavioural & socisl sdences D Ecological, evalutionary & environmental sciences
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Life sciences study design

All studies must disdoze on these points even when the disdosure is negative.

Smmple size Calculated for the primary outcome of the study (physical activity volume). To observe a 15% increase by unpaired t-
test, 142 patients per arm were needed (150 considering a 5% drop-out)

Data swclusicns No data were excluded.
Replication was not undertaken as this is a Randomized Controlled Trial, and replication is not done within this trial

Aephication design. Sufficient information regarding the trial design and conduct has been provided so that replication could be
undertaken if desired.

Stratified by center and, within each center, by age (< versus > 65 years) and diabetes treatment (non-insulin versus

Rendomization  ,q.lin), using a permuted-block randomization software that randomly varies the block size (range 4-8).

Blindine Physicians, exercise specialists, and participants, but not assessors of study parameters, were unblinded to group
- assignment.

Behavioural & social sciences study design

All studies must disdose on these points even when the disdosure is negstive.
Study desmiption
Research sample
Sampling strategy
Date collection
Timing
Date exclusions
Non-participation

Randomization
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Ecological, evolutionary & environmental sciences study design

o

All studies must disdase on these points even when the disdosure is negstive.
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Study desoription

Research sample
Sampling strategy

Data collection

Timing and spatis| scale

Data maclusicns
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Reprodudhbility
Randamzation

Blinding

Did the study imvohe field wark? D vz Dun

Field work, collection and transport

Fi=ld conditions

Location
Access & importfexport

Disturbanos

Reporting for specific materials, systems and methods

We reguire information from authars about some types of msterals, expemmental systems snd miethods used in ma my stusdees. Here, ndicate whether ssch misterial,
system or miethod listed is relavant ta your study. i yow are not sune if & list e apiplies o your resssrch, resd the spproprste section before s=lacting & response.

faterials & experimental systems hethods
Inwalved in the study n/a | Invoheed in the study
[ antooees E]|] enir-see
[ eukaryctic =il ines &[] #iew citometry
D Falseontoiogy snd archesalogy E D MEHased neuraimaging

[] animais ang cther anganizms

E Clinical date

|:| Cual use reseanch of concern
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Antibodies

Antibodies us=d

Walidation
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Eukaryotic cell lines

Policy information about cell lines and Sex and Gender in Research

Cell line source|{s)
Authentication

Mycoplasma contamination

Commonly misidentified lnes
|See BOLAC: register]

Palasontology and Archaeology

Specimen provenance

Specimen deposition

Dating methads

|:|'I'||:k this box to confirm that the raw and clibrated dates are aveilable in the paper or in Supplementany Information.

Ethics aversight

Mote that full information on the approval of the study protocol must akso e provided in the manwscript.

Animals and other research organisms

Policy information about studies involin
Besearch

snimals; ARRINVE guidefines recommended for reporting animel research, and Sex and Gender in

Laborstory animals
Wild snimals
Reporting on s=x
Field-collect=d samples

Ethics oversight

Note that full inflormatian on the approval of the study probocol must also be providied in the manescript.

Clinical data

Policy information about clinical studies
AN manusoripts should comply with the IGMUE Zuidelings for publication of clinical resesrch and & completed CONSOET chacklizt musst be included with &) submissions.
Clinicel triel registration CinicalMraks.gov NCTOME0093T

Stud'f' oratacal Thee study profocod ks provided as Suppiementary informaion
Data collection The data were obiained by the assessors of study parameters and codecied using an slectionic data caplure system
Dutcomas The ity ol thia i il moitality, thi i (ol L Pty

Dwal use research of concern

Policy informetion about dus| yee receprch of concesn

Hazards

Could the acodentel, deliberate or reckless misuse of agents or technalogies genersted in the work, or the application of information presented
n the manuscript, pose a threat toc
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Experiments of concern

Does the work invalve any of these experiments of concem:

Ves

|:| Cemonstrate how to render 8 vacoine inefective

Confer resistance to therapeutically useful Bntibictics or antwviral agents
Enhance the virulence of & pathogen or render & nonpathagen vinskent
nTeasE transmissioility of a pathogen

Alber the host range of & pathicgen

Enable evasion of diagnasticy cetection modalities

Enmbie the weapanization of & bialogical agent or togin
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Any other potentially harmh combinstion of experiments and agents

Plants

Smed stocks

Havel plart genotypes

Autherticstion

ChiP-z2q

Data deposition
I:l'.'}:rrfirrn that both raw and final processed data hawe been deposited in & public database such as GEQ.

D'C-urrfirrn that you have deposited or provided sccess to graph files [e.g. BED files] for the called peaks.

Data access links
ey el pbedle b o e Paeliea Tios.

Files in database submission

Ganome Browser session
. UCEC)

Methodology
Replicates
Sequencing depth
Antibodies
Pesk caling parameters

Data guality
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Safoanare
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Flow Cytometry

Plots

1| cyend

Confirm that:
DTh: mxis [abels state the marker and fluorochrome used (e.g. CO4-FITCL

I:lTh: mxis scales are dearly visible. Include numbers slong axes only for bottom left plot of group (& ‘Eroua” is an analysis of identical markers).
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D."'..II plots are contour plots with outliers or pseudocolor plots.

APPLLILLNS B

DA rurnerical value for number of cells or percentage [with statistics] & provided.

Methodology

Sample preparation
Instrument

Safoware

Cell population abundancs

Gating strategy

D'I'u:k this bax to confirm that a figure exemplifying the gating stretegy is provided in the Supplementary Information.

Magnetic resonance imaging

txperimental design
Design type
Design spedfications

Behavioral parformance measures

Imzging types)

Fiald strength

Sequence & imaging parameters
Ares of scquisition

Diffusion MAI O use [ -

Preprocessing
Preprocessing software
Narmalization
Normalization template
Moise and artifact remaowal
Volume censoring

Sratistical modeling & inference
Model type and settings

Effect(s) tested




Specify type of enalysis= [ | whole brain || ADlbased || Both

= |

Statistic type for inference E
=

- - m
{5ee Silurd et ol 2005 '8
Cormection %

Maodels & analysis
n/a | Invabmed in the study
EI El Functicnal and/or effective connectivity

D D ‘araph anaysis

D |:| Multivariste modeling or precictve snalyss
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Functional and,for effective connectivity

Graph anabysis

Multivariate modeling and predictive analysis
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