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Supplementary Note 2: Training of study personnel 

 

Study Site Coordinators and Exercise Instructors are trained on all aspects of the intervention protocol by the Trial 

Coordinator during trial initiation phase. Training is carried out in the form of a 7-day face-to-face study site 

initiation visit. Topics covered during the training include familiarisation with the exercise equipment used to 
deliver the exercise protocols, correct exercise technique, assessment of exercise intensity (including Borg rate of 

perceived exertion scale, percentage of 1 repetition maximum and percentage of maximum heart rate, use of 

exercise logs, and safety monitoring of participants during exercise sessions. 

 

Sites are provided with a detailed manual of procedure covering all aspects of the trial protocol, including videos 

demonstrating correct protocol administration. In addition, training sites are required to periodically provide video 

recordings of training sessions and exercise logs to the Trial Coordinator for quality assurance purposes. 
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Supplementary Note 3: Assessment procedures  

 

NEUROPSYCHOLOGICAL MEASURES 

Cognitive testing takes place in the morning in a quiet and isolated room, with participants in a fed state (after 

breakfast), and before any physical testing on that day to standardize known effects of fasting and acute exercise 

on cognitive performance. Participants are asked to avoid exercise for the 48 hours prior to the assessment. 

Cognitive testing is administered by trained research assistants. The cognitive assessments target a wide range of 

cognitive domains, including executive function, memory (verbal and non-verbal), visual spatial skills, verbal 

fluency, attention, information processing, and motor skills. Testing is conducted using pen-and-paper-based 

assessments as well as a computerised battery (NeuroTraxTM (http://www.neurotrax.com)).[1] The computerised 

battery is delivered using a standard computer screen and responses are made using the mouse or the number pad 

on the keyboard (common to all assessment sites). Participant are seated approximately 70 cm away from the 

computer screen. Participants are familiarized with these input devices at the beginning of the battery, and each 

test is preceded by a practice session where participants are taught the mechanics of the test while the cognitive 

task remains trivial. In addition, visual acuity and colour discrimination are tested to the degree necessary for 

valid completion of the NeuroTrax tests. Research assistants are trained not to assist participants during actual 

testing, but rather to ensure that they sufficiently understood the instructions prior to each test. Tests are run in 

the same fixed order for all participants with the computer-based tests administered first, followed by the pen-

and-paper-based tests. Duration of the neurocognitive assessment battery is approximately 2 hours including a 

20-minute break between the two testing batteries (computerised and paper-based) and additional breaks as 

provided as required by the participants.  

 

ANTHROPOMETRY & BODY COMPOSITION 

Stature 

Stature will be measured in a fasted state in the morning suing a wall-mounted stadiometer (Holtain stadiometer, 

Holtain Limited, Crymych Pembs., UK (USYD site); Seca 284 stadiometer, Hanburg., Germany (UQ and UBC 

sites)). Participants are assessed barefoot, in light clothing, with feet together and the head positioned in the 

Frankfort plane. Feet, buttocks, and shoulder blades are against the stadiometer, or as close as possible so that the 

body remains in a non-distorted vertical posture. The headboard is lowered onto the participants head, depressing 

any hair to attain the correct height. The measurement is taken as the average of three attempts, and to the nearest 

0.1cm. 

 

Body mass 

Body mass is measured three times to the nearest 0.01kg, and in both naked and clothed conditions. Naked body 

mass [body mass in gown (kg) – body mass of gown (kg)] is measured in the morning, with the participant fasting 

at least 10 hours, and in a supplied gown which is weighed prior to being worn. Clothed body mass requires 

participants to be weighed immediately prior to the maximal exercise stress test and used when calculating 

outcome variables of indirect calorimetry. Participants wear self-selected clothing and shoes and are not fasted 

for this measurement. 

 

Circumferences 

Waist, arm, and calf circumferences are measured fasting in the morning and according to International Society 

for the Advancement of Kinanthropometry Standards.[2] Arm and calf circumferences are measured on the non-

dominant limb unless it is impractical due to injury or swelling. Waist circumference is measured at the end of 

normal expiration, and in line with the mid-point of the lowest rib and iliac crest on each side. Three measurements 

(with a maximum of 1% difference from each other) are taken for each outcome and the average of the three 

values calculated and expressed to the nearest 0.1cm. 

 

Body composition 

Body composition, including the distribution of fat mass, fat-free mass and bone, will be assessed by dual x-ray 

absorptiometry (DXA) (General Electric Prodigy DXA scanner (GE Healthcare, MA, USA) (USYD site); Hologic 

Horizon A DXA scanner, (Hologic, USA) (UQ site); and Discovery DXA System, Hologic, Mississauga, ON 
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(UBC site). A single, whole body DXA scan, and a lumbar and bilateral hip scan are performed at each timepoint 

in supine position, with the participant in a fasted state and a supplied gown. Two whole body scans are performed 

on participants who do not fit within the DXA scanner bed. 

 

CARDIOVASCULAR PROFILE 

Arterial stiffness, heart rate variability and blood pressure 

Measurements will be performed following at least 10 minutes of supine rest in a quiet environment. Pulse wave 

analysis and pulse wave velocity will then be measured at the right-sided carotid and femoral arteries using 

automated technology (SphygmoCor XCEL, AtCor Medical, IL, USA (USYD and UQ sites; and Sphygmocor 

EM3, AtCor Medical, IL, US (UBC site) and validated techniques appropriate to the device.[3] For pulse wave 

analysis, a cuff will be placed around the right arm, between the elbow and shoulder, and will be partially inflated 

to obtain the augmentation index. For pulse wave velocity, a cuff will be placed around the right thigh on the 

femoral artery to capture the femoral waveform, and a tonometer pressure sensor on the right-sided carotid artery 

to capture carotid waveform. The velocity of pulse transfer from the carotid artery to the femoral artery will be 

measured. Pulse wave analysis and pulse wave velocity will be each assessed three times. Central haemodynamics 

will be assessed with a single brachial cuff on the right arm. By measuring the brachial pulse waves, the device 

estimates key haemodynamic measures at the aorta including systolic and diastolic pressure. In addition, pulse 

pressure will be reported as the difference between systolic and diastolic aortic pressures, augmented pressure 

will be reported as the pressure difference between the first and second systolic peaks of the pulse wave, and the 

augmentation index will be reported as augmented pressure as a percentage of the pulse pressure[3] Heart rate 

variability will be measured using continuous electrocardiogram recorded for 5 min (SphygmoCor, AtCor 

Medical Pty Ltd., West Ryde, Australia).  

 

VASCULAR PROFILE 

Outcomes related to vascular profile are only performed at the University of Queensland study site. 

Cerebrovascular blood flow and function 

During all assessments of cerebrovascular blood flow and function, cerebral blood flow is measured using 

Transcranial Doppler (TCD) ultrasound (Spencer Technologies) to assess blood velocity at the middle cerebral 

artery (MCA). Insonation of the cerebral arteries follow standard protocols. [4, 5] The maximal cerebral blood 

flow velocity through the MCA is recorded at a depth of 30-60mm. 

Continual monitoring of beat-by-beat blood pressure is assessed using finger photo plethysmography (Finapres), 

heart rate is measured using 3 lead ECG (lead II), and a facemask with gas and flow analysis is attached for the 

measurement of inspired and expired oxygen and carbon dioxide concentrations (AD Instruments) and inspiratory 

flow along with MCAv continually recorded (Powerlab, Labchart, AD Instruments). End tidal CO2 (PETCO2) is 

calculated from the following formula:  
!"#$%&'#()	+#&,,-#&./0
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 .  All data is collected second by second using 

Powerlab, and data is exported and stored for later offline analysis.  

 

Resting Cerebral Blood Flow 

Following 10 min of semi-supine rest, resting cerebral blood flow is monitored for 10 min used to assess the 

following: 1) Middle cerebral artery blood flow velocity; 2) Cerebrovascular conductance index (CVCi): (
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3) Pulsatility index (PI): ((
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Cerebrovascular reactivity using hyper and hypocapnia 

After 10 minutes of resting the participants undergo a test of both hypercapnia and hypocapnia by manipulating 

changes in carbon inhaled carbon dioxide concentrations. For the hypercapnic test, the subject is connected to a 

breathing tube to a gas mix with 5% CO2, with balanced oxygen and nitrogen.  The participant inhales this gas 

mix for 5 minutes at a recommended breathing rate of 12-15 breaths per minute to measure the increase in bilateral 

middle cerebral artery velocity.  After this, the participant breathes room air until the PETCO2 returns to baseline 

levels. The participant is then instructed to increase the depth of their breathing and slowly increase the rate, they 

were coached to reduce their PETCO2 to 10mmHg below resting levels, not going any lower than 20mmHg [6]. 
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The results are presented as: MCAv Reactivity (%mmHg) = 
@	%	:3;B

@	1CD345
; MCAv Reactivity (slope) = linear regression 

analysis (MCAv vs PETCO2); and CVCi Reactivity = 
@	%	3E3(

@	1CD345
. 

All results will include the respective reactivity calculations for three separate calculations: Hypercapnia – 

Hypocapnia; Hypercapnia – Normocapnia; and Normocapnia – Hypercapnia. 

 

Brachial flow-mediated dilation (FMD) 

Endothelial function will be assessed as flow-mediated dilation (FMD) using high-resolution vascular ultrasound 

(Usmart 3300, Teratech Corporation, Burlington, USA) in accordance with guidelines for a nitric oxide dependent 

approach.[7] A 7.5 Hz probe will be used to capture B-mode images of the brachial artery in the right arm. The 

probe will be placed on the distal third of the upper arm (proximal to the antecubital fossa) and orientated to the 

longitudinal plane. Following image optimization, continuous images will be recorded to measure vessel diameter 

and blood velocity, using the lowest possible insonation angle (≤60°). Baseline images will be continuously 

recorded for 1 min to capture diameter and velocity. A sphygmomanometer cuff, placed directly distal to the 

olecranon, will be subsequently inflated to 220 mmHg (or 50 mmHg above systolic blood pressure). The cuff will 

remain inflated for 5 min, with continuous recordings of the brachial artery commencing 30 s before deflation, 

and for 3 min thereafter. Hyperemic velocity will be assessed via mid-artery pulsed Doppler signal obtained upon 

immediate release of the cuff. All recordings will be analysed offline by specialized, automated edge detection 

and wall tracking software to provide an objective measure of peak diameter and calculation of shear rate as 

previously described [8]. Arterial diameter, flow and shear rate will be analysed using the 1-min baseline recording 

prior to cuff inflation and 3-min recording following cuff deflation. FMD response will be reported as absolute 

(in millimetres) and relative (in %) change in post-stimulus brachial artery diameter from baseline diameter. Shear 

rate stimulus (area under the curve until peak diameter) will also be reported.  

 

PHYSIOLOGICAL FUNCTION 

Maximal dynamic muscular strength and power 

Maximal muscular strength (1RM) is measured on four pneumatic-resistance machines including leg press, knee 

extension, chest press and triceps extension (Keiser Sports Health Equipment, Ltd., Fresno, CA (USYD and UBC 

sites); and HUR Premium Line, HUR, Finland and HUR Functional Trainer Pulley, HUR, Finland (UQ site). The 

participant is first asked to complete four repetitions with the resistance set at the lowest possible setting, so the 

assessor can establish technical proficiency for each movement and provide the participant with some basic 

instructional cues. Thereafter, the resistance is progressively increased following each successful attempt until 

two unsuccessful attempts have been made at the same load. A successful attempt encompasses both technical 

proficiency and a full range of motion on each machine, whereas an unsuccessful attempt is defined as failure of 

either the technical and/or range of motion components. Participant RPE is recorded following each attempt and 

is used to guide the assessor’s resistance increases such that maximal strength should be determined within 

approximately 10-14 attempts. The highest successful resistance load is deemed the 1RM. The assessment is 

conducted on two separate assessment days one week apart at baseline to ensure precise measurement and account 

for any potential learning effects. The higher of the two 1RMs is recorded as the baseline measure. 

 

Muscular power is assessed on the same four resistance machines, and on a separate assessment day to ensure 

sufficient muscular recovery. Using the highest recorded 1RM, values are calculated for 20, 30, 40, 50, 60, 70, 

80, 90, 100% of 1RM. The participant is asked to complete two attempts at 20% 1RM and one attempt at each of 

the remaining eight levels and is encouraged to move ‘as fast as possible’ during the concentric phase of each 

movement. Peak velocity and power are recorded after each repetition. If an attempt is unable to be completed 

due to muscular or volitional fatigue, the participant is encouraged to make one more attempt. If the second attempt 

is unsuccessful, the remainder of the test for that exercise is stopped. 

 

Maximal isometric muscle strength 

Maximal isometric muscle strength is assessed for knee extension, triceps extension, hip abduction and ankle 

dorsiflexion exercises using a portable Chatillon CSD200 dynamometer mounted on a stand. The assessments are 

performed unilaterally on both right and left limbs. Three measurements are taken at each assessment site with 1 

minute rest between trials, and the highest of the three values used. 
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Maximal isometric handgrip strength of the non-dominant hand is assessed using a JAMAR handgrip 

dynamometer (Sammons Preston, Bolingbrook, IL). Assessment is conducted with the participant seated with the 

back against the backrest and the arm bent at the elbow at 90° degrees and touching the side of the body. Three 

measurements are taken with 1 minute rest between trials, and the highest of the three values used. 

 

Aerobic Capacity 

The maximal exercise stress test is performed under direct physician supervision on a treadmill using 12-lead 

ECG (for rate, rhythm, and S-T segment morphology evaluation) and indirect calorimetry. Prior to 

commencement of the test, a minimum of 3 minutes of resting ECG data is recorded with participants seated. 

Seated and standing heart rate and blood pressure measures are taken at the end of three minutes. A modified 

Balke protocol is used, with speed set at 80-100% of habitual gait speed (depending on the participant’s 

comorbidities, balance ability and participant’s confidence/ experience walking on a treadmill), and gradient 

increased by 2% every minute (and speed by 0.5km/h per min only after 24% gradient is reached) until volitional 

fatigue is reached or test is stopped by the supervising medical doctor. Participants are asked to lightly grasp the 

handrails for balance throughout the test. Habitual walking speed is measured by asking participants to walk 6 

meters on an unobstructed path at their habitual walking speed, and the time taken to travel 2 meters (not including 

2 meters for acceleration and 2 meters for deceleration) is measured and converted to kilometres per hour (km/h; 

Australia) or miles per hour (mph/h; Canada). Heart rate and rate of perceived exertion (RPE) are recorded at the 

end of every minute, and blood pressure recorded at end of every second minute. At test termination, participants 

remain walking at 1.0 km/h (and 0% incline) with indirect calorimetry for the initial 60 seconds, and then are 

seated with only ECG and blood pressure monitoring for the duration of recovery, until any dysrhythmia or ST 

changes have reverted to baseline, blood pressure and heart rate has returned to baseline values (standing 

measure), and heart rate is within 10 beats per minute of resting value (standing measure). The automated stress 

test peak heart rate is used for intensity prescription unless there are high levels of artefact or arrhythmias in which 

case a manual calculation is performed. 

 

Test preparation: Participants are advised to take their regular medications but avoid caffeine, alcohol, cigarettes, 

and strenuous exercise on the day of testing; and not to eat and drink only water in the 2 hours prior to the test. 

Prior to commencement of the test, the system is calibrated according to the manufacture instructions; height and 

weight of the participants is recorded; and the participant’s habitual gait speed is measured to calculate treadmill 

walking speed.  

 

Equipment: 

Study site Treadmill ECG System Blood pressure 

device 

Indirect 

Calorimetry 

System 

USYD TM55; Quinton 

Cardiology Systems 

Inc, WI, USA 

Norav Medical Ltd., 

Mainz-Kastel, 

Germany 

Tango; Suntech 

Medical Inc., NC, 

USA (automated) 

MGC Diagnostics 

Corporation, MN, 

USA 

UQ h/p/cosmos, Germany CASE, GE healthcare, 

USA 

WelchAllyn, USA 

(manual BP) 

MetaMax3B, 

Cortex Biophysik, 

Leipzig, Germany 

UBC Trackmaster (Model 

No: TMX428 110), 

Full Vision Inc, 

Kansas, USA 

Nasiff CardioCard, 

Nasiff Associates Inc, 

New York, USA 

Nasiff CardioCard, 

Nasiff Associates Inc, 

New York, USA 

(automated BP) 

K4 b2 Data 

Management 

Software, Cosmed, 

Rome, Italy 

 

Calculation of aerobic metabolism variables: 

Variables of focus will be peak oxygen consumption (VO2peak; L/min, mL/kg/min), oxygen uptake efficiency 

slope (OUES) and workload (METS). Unaveraged test data will be exported as standard temperature pressure dry 

(STPD) variables. All data will be exported breath-by-breath and then transformed as 30-second rolling averages 

over the course of the exercise and recovery stages. Resting data will be removed from analyses so relevant 
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variables are not artificially influenced by any stress-related hyperventilation by participants. VO2peak is a 

measure of cardiorespiratory fitness (CRF) and will be defined as the highest 30-second averaged value occurring 

during the test or in early recovery (calorimetry will be continued for the first 60 seconds of active recovery at 0.1 

km/hr and 0% grade). Oxygen uptake slope efficiency (OUES) is a submaximal measure of cardiorespiratory 

efficiency derived from the relationship between oxygen uptake and minute ventilation.[9] It 

will be determined within the exercise portion of the test by the following equation, where n =OUES ,VO2 is 

expressed in millilitres/minute and VE in litres/minute: 𝑉O2 = 𝑛 log 𝑉E	+ 𝑏 

Peak workload (METS) will be estimated based on peak treadmill speed and grade using validated equations from 

the American College of Sports Medicine,[10] where speed is expressed in metres/minute and grade in percentage 

(as a decimal). Workload will be estimated as VO2 using the following equation, and then converted to METS by 

dividing by 3.5: 

estimated VO2(ml/Kg/min) = (0.1 x speed) + (1.8 x speed x grade) + 3.5 

estimated METS = estimated VO2/ 3.5 

 

 

BIOMARKERS OF BRAIN PATHOLOGY AND COGNITIVE FUNCTION  

Blood samples will be collected at baseline and 12-month follow-up at the University of Sydney and the 

University of Queensland study sites only. Bloods will be collected and stored to be analysed at the completion 

of the study. Up to 50 ml of venous blood will be collected into plasma (with anticoagulant agent) and serum 

(with clot activator) vacutainers from the antecubital vein according to standard phlebotomy procedures. Samples 

will be collected between 8 and 9am after an overnight fast (≥12 h). Samples will be logged in Sample log sheet 

and a barcode will be generated for each sample. Missed samples will be noted. Samples will be centrifuged for 

10 min at 4 °C and 3000 rpm. After centrifugation, samples will be divided into aliquots of plasma and serum and 

then stored in an organized freezer box system at −80 °C for later analysis for the following investigations (not 

exclusively): BDNF, IGF-1, IGF-1 Binding protein 3, HOMA (insulin and glucose), APOE, Serum Cortisol, 

Epigenetic analysis, GWAS, Nitric Oxide, Vitamin D, Vitamin B12.  
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Supplementary Note 4: Supplementary interview guide 12 month follow up 

Interview guide administered to a subsample of participants randomised to POWER and HIIT at 12-month follow-

up timepoint. 

 

Interviewer: Thank you agreeing to take part in this interview. The aim of this interview is to explore your 

experiences with the BRAIN training program and to learn how we can improve our program for future 

implementation. 

 

This interview should resemble a natural conversation. I will ask you a couple of questions, but the 

idea is for you to speak freely about your experience in the BRAIN exercise study. 

 

1. Can you tell me about the reasons why you decided to join the program? 

 

2. Can you start by telling me about your experience participating in the Brain study? 

Prompt for the following areas: 

- Motivations to join the BRAIN study 

- Facilitators and barriers to exercise adherence (discuss exercise adherence) 

 

3. Can you tell me about your previous experiences with exercise participation? How did 

your previous experiences compare with your experience now? 

Prompt for: 

- Perceptions of exercise mode, dose and perceived exercise intensity 

 

4. Can you tell me about the way you feel when you exercise? How about after you 

exercise? Has the way you feel changed over time? If so, in what ways has it changed? 

 

5. Can you tell me about the things you like the most and the least of the training program? Can 

you think of anything you would like to see changed in the program? If so, what? 

Prompt for: 

- Perceived strengths and weaknesses of the BRAIN training program 

- Perceived benefits of the program 

 

6. What are your thoughts regarding the implementation of a program like the BRAIN exercise 

program outside of the research setting? 

 

7. Is there anything else you would like to tell me about? 

 

Closing interview: 

 

I will now summarise the main points I gathered from our conversation. I would like you to 

please tell me if there is anything you do not agree with as it is possible that I may have 

misunderstood something that you said. Please also feel free to add anything else you wish to say. 
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Supplementary Note 5: MRI processing methods 

STRUCTURAL IMAGING PROCESSING 

 

To study the within-subject brain morphological changes during the follow-up, MPRAGE PROMO T1-weighted 

images are automatically processed with the longitudinal stream [1] in FreeSurfer v7.1.1. T2-FLAIR will be used 

to aid the parcellation of the pial surface. Changes in cortical thickness, volume, and area, as well as in the volumes 

of subcortical structures and their subfields (e.g., hippocampus), will be calculated for future analyses. Vertex-

based longitudinal changes on cortical thickness will also be compared between baseline and follow-up using 

mixed effects model. 

 

White matter lesions (WML) will be segmented and quantified by using the longitudinal pipeline of our UBO 

Detector.[2] WML loadings on strategic white matter tracts will also be quantified by using the Toolbox for 

Probabilistic Mapping of Lesions (TOPMAL).[3] 

 

DWI data will be processed and analysed by the FMRIB’s Diffusion Toolbox (FDT). Specifically, diffusion data 

will first be visualized to remove those with artefacts due to motion effects. Susceptibility-induced distortion 

correction is then conducted by using FSL’s TOPUP, which is followed by correction for subject motion and eddy 

currents using FSL’s EDDY. For microstructural analyses, a tensor model will be fit to eddy-corrected data, and 

Tract-Based Spatial Statistics (TBSS) will be applied to compare maps of white matter microstructure, including 

fractional anisotropy (FA) and mean diffusivity (MD). To study the tractography, eddy-corrected data will be fit 

with a probabilistic diffusion model using Bayesian Estimation of Diffusion Parameters Obtained using Sampling 

Techniques (BEDPOSTX) and registered to a standard space. This is followed by a probabilistic tractography on 

the output from BEDPOSTX using Probabilistic Tracking with Crossing Fibres (PROBTRACKX). Further 

analyses, such as structural network, can then be carried out using the tractography results.  

 

SWAN images will be visually inspected for microbleeds. SWAN data are also processed by using the MATLAB 

script available at http://pre.weill.cornell.edu/mri/pages/qsm.html to generate quantitative susceptibility mapping 

(QSM) data.[4] 

 

 

FUNCTIONAL IMAGING PROCESSING 

 

Oxford_asl [5] from FSL will be applied to process the ASL data and generate cerebral blood flow (CBF) maps. 

Briefly, after motion correction, adaptive spatial smoothing,[6] and partial volume correction,[7] voxel-by-voxel 

calibration, as recommended by the white paper,[8] will be conducted with the M0 map. The resultant CBF maps 

will then be used to study changes in both global and regional CBF. 

 

Resting state BOLD images will first be visually checked for quality. Images with significant signal loss and/or 

geometric distortion will be removed from further analyses. The remaining data will be preprocessed with FSL, 

SPM12, and AFNI. Briefly, FSL’s FUGUE will be used to process the field map and correct for the spatial 

distortion in BOLD data. The 4D BOLD data will first be despiked. After removing the first 5 volumes to allow 

for magnetic equilibrium, motion correction, slice timing correction, non-brain tissue removal, and spatial 

smoothing with FWHM = 6 mm, will be administered. Scans with excessive movement, defined as translations 

over 2 mm and/or rotations over 2°, will be identified and removed from the following processing. Subject-level 

independent component analysis (ICA) is then performed by using FSL MELODIC (multivariate exploratory 

linear optimised decomposition into independent components). FMRIB’s ICA-based Xnoiseifier (FIX) v1.06 will 

then be applied to classify subject-level independent components (ICs). Specifically, 40 scans will be randomly 

selected for training the FIX classifier. Subject-level IC maps of these 40 individuals will be visually inspected 

and labelled as signal ICs or noise ICs of different types according to the guideline.[9] The FIX classifier will 

then be applied to the rest of scans with a threshold of 20. The preprocessed BOLD data can then be used for 

further analyses. 
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Supplementary Note 6: Impact of COVID-19 pandemic 

As a result of the COVID-19 pandemic and the associated public health order mandating national lockdown, all 

three study sites were forced to cease all trial activities requiring on-site activities in March 2020. This included 

participant enrolment, conduct of follow-up assessments and delivery of study intervention. Study participants 

were informed of the need to end all face-to-face activities via email and phone correspondence. Collection of 

data relating to adverse events and change in health status continued to be collected via telephone at weekly 

intervals for the duration of the 12-month intervention period. Face-to-face trial related activities were allowed to 

recommence in February 2021 at the University of Queensland study site, and in July 2021 at the University of 

British Columbia study site. The University of Sydney study site was not able to resume activities until February 

2021 due to the relocation of the campus where the study was being conducted. By this date the 12-month follow 

up period had elapsed for the remaining trial participants, thus no remaining 12-month follow up assessments 

were completed. Five-yearly follow up assessments resumed but were later temporarily stopped between June and 

October 2021 due to a second national lockdown. Assessments have since resumed and are expected to be 

completed by March 2026.  

No modifications to the planned statistical methods are required as an intention-to-treat analytic strategy inclusive 

of all participants randomised, regardless of dropout was planned. Planned secondary exploratory analyses also 

include per protocol and complete case analysis based on attendance rate or adherence to the training protocol. 
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