STATISTICAL ANALYSIS PLAN

Total Hip Arthroplasty versus Progressive Resistance Training for
Improving Accelerometry assessed Physical Activity Outcomes in
Persons with Severe Hip Osteoarthritis

Statistical Analysis Plan for a Secondary Analysis of the Randomized Controlled PROHIP Trial

Trial ID: Progressive Resistance Training versus Total Hip Arthroplasty (PROHIP)
Trial registration: ClinicalTrials.gov, NCT04070027

SAP version: Version 1.0, 2025-04-23.

Date: April 23, 2025

Based on Protocol Version: Version 1.3, 2020-08-21

Authors/Collaborators

Thomas Frydendal, PT, PhD; Rune Amstrup, BSc; Lisa Urup Tgnning, PT, MSc; Kim Gordon Ingwersen, PT, PhD;
Sgren Overgaard, MD, DMSc; Lone Ramer Mikkelsen, PT, PhD; Robin Christensen, MSc, PhD; Inger
Mechlenburg, PT, DMSc.

Authors writing the SAP

Thomas Frydendal, Lisa Urup Tgnning; Inger Mechlenburg; and Robin Christensen.

Statistical analyst

Lisa Urup Tgnning, PT, MSc

Senior biostatistician responsible

Robin Christensen, BSc, MSc, PhD; Professor of Biostatistics and Clinical Epidemiology.

Chief investigator/clinical lead

Inger Mechlenburg, PT, PhD, DMSc; Professor of Orthopedic Rehabilitation.


https://clinicaltrials.gov/study/NCT04070027

SIGNATURES

Date Name

Roles and Responsibility

Signature

May 13,2025 Thomas Frydendal

SAP first author

liowas frodendal

/-/"f /);'
/ i //
May 8, 2025 Robin Christensen Senior Biostatistician /’/'{ / 71 -
(fl;/./f,‘ E.‘ l_//?
L\
p
May 8, 2025 Inger Mechlenburg Chief Investigator

SAP, Page 2



INTRODUCTION
Background

Hip osteoarthritis is a main contributor to disability,'> and the leading cause for undergoing total hip
arthroplasty (THA).®® This surgical procedure is considered an effective treatment for reducing hip pain
and functional impairments and improving quality-of-life in patients with severe hip osteoarthritis.®
Even though more than one million THAs are performed annually worldwide,® randomized controlled
trials comparing this procedure effectiveness to first-line treatment have been lacking.>® Across six
international clinical guidelines exercise such as progressive resistance training (PRT) is consistently
recommended as a first-line treatment for hip osteoarthritis, with two guidelines recommending this
regardless of pain, age and/or severity of disease.!

We recently reported the results from the Progressive Resistance Training versus Total
Hip Arthroplasty randomized trial (PROHIP), which showed that THA followed by standard care
resulted in clinically important greater relief in patient-reported hip pain and improvement in patient-
reported function at 6 months, as compared with resistance training.? Our results align with those of
a recent propensity-matched analysis using data from two prospective registries, which also
demonstrated greater benefits of THA when compared to patient education and neuromuscular
exercise.’

Rationale for this study

Although we found that THA was superior to PRT in improving patient-reported outcomes for persons
with severe hip osteoarthritis who had an indication for surgery, our results did not show additional
benefits of THA over PRT on performance-based gait and sit-to-stand function.!> Among persons
undergoing THA, objectively measured physical activity levels appear to be unchanged compared to
before surgery and is considerably lower than healthy age- and sex-matched controls 6 to 12 months
after surgery.**® This lack of increase in physical activity level could be due to sedentary behavior
adopted by the persons prior to surgery,’® experience of pain in other joints, limitations related to
comorbidities, or uncertainty.'®%’

However, it remains unclear whether THA leads to greater improvements in objectively
measured physical activity outcomes compared to PRT. Tracking number of daily steps helps assess
how well persons with severe hip osteoarthritis are integrating back into their daily routines and
activities. As such, a higher step count may indicate better recovery and return to normal life, and is
associated with lower mortality and risk of cardiovascular disease.'® Steps taken also provides a
measure of a person’s mobility and comparing step counts between different treatment groups can
highlight the effectiveness of specific treatments in improving mobility.

The primary null hypothesis is that there is no between-group difference on changes in
the number steps per day. The primary alternative hypothesis is that persons randomly assigned to
receive THA will improve more in number of steps per day than those randomly assigned to receive
PRT baseline to 6 months.
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Objectives

Primary objective: To compare the effectiveness of THA, relative to PRT, on changes in the number of
steps per day from baseline to 6 months after initiating the treatment, in persons 50 years of age or
older with severe hip osteoarthritis and an indication for surgery.

Secondary objectives: To compare the effectiveness of THA versus PRT from baseline to 6 months after
initiating the treatment on the following two outcomes: number of sit-to-stand transfers and number
of short walking bouts per day.

Other objectives: To compare the effectiveness of THA versus PRT from baseline to 6 months after
initiating the treatment on the following outcomes: average walking cadence, percentage of time
spent in very low-, low-, moderate- and high intensity activity, hours per day walking, hours standing,
hours sedentary, hours cycling, and number of cycle rotations per day.

STUDY METHODS
Trial design

This is a secondary analysis of the PROHIP trial. This was designed as a multicenter (4 sites), stratified
(by recruitment site), randomized, controlled, parallel-group superiority trial. Participants were
randomly assigned to undergo THA followed either by standard care or to participate in a PRT program,
with a 1:1 allocation. Follow-up assessment of physical activity measures were conducted at 6 months
after the treatment was initiated. The PROHIP trial was approved by The Regional Committees on
Health Research Ethics for Southern Denmark (Project-ID: S-20180158) and the Danish Data Protection
Agency (Journal No 19/20337).

We prespecified and registered the PROHIP trial at ClinicalTrials.gov (NCT04070027),
and we have previously published the trial protocol®® and the primary results.’? This statistical analysis
plan (SAP) is reported in line with the ‘Guidelines for the Content of Statistical Analysis Plans in Clinical
Trials’,*° while the reporting of this secondary analysis will follow the “Consolidated Standards of

Reporting Trials” (CONSORT) statement.?! All participants provided written informed consent.

Randomization and Blinding

After baseline measures were completed, participants were randomly assigned in a 1:1 ratio to either
undergo THA or to participate in PRT, according to a computer-generated randomization list developed
by and independent data manager in an electronic management system.?? The list was based on
permuted random blocks of variable size (2 to 6), and randomization was stratified by recruitment
hospital site (4 levels). Treatment assignment was concealed until the randomization procedure was
completed in the in an electronic management system?? by a local trial coordinator. Participants and
clinicians (orthopedic surgeons, nurses and physiotherapists) were aware of the treatment
assignments in the trial. Outcome assessors, investigators, and data analysts will remain unaware to
treatment assignments until all analyses, as described in this SAP, are completed.
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Sample size and power considerations

The PROHIP trial was designed with an effective power of 92% to detect a minimal important
difference on the primary endpoint (i.e., the Oxford Hip Score). This power calculation was based on a
t-test on the mean difference (two-sided alpha level of 0.05) assuming equal variances, displaying that
a sample size of 120 participants (i.e., 60 per group) were needed. The detailed sample size and power
considerations are provided in the trial protocol.'® For this secondary analysis, we did not perform a
formal power or sample size calculation, but used data obtained from the 109 participants who
accepted enrollment being randomly assigned to either THA or PRT in the PROHIP trial.?

Framework

The PROHIP trial was designed as a trial with the primary objective of showing that the response to
the investigational treatment is superior to the comparative treatment (i.e., THA is superior to PRT).

Statistical interim analyses and stopping guidance

No interim analyses were performed during the PROHIP trial. The trial was not stopped early for
benefit or harm, but we ended trial enrollment on June, 30 2021 in line with the pre-specified
recruitment deadline before reaching the intended sample size of 120.%° As such, no interim statistical
methods, analyses, or specific timelines for interim assessments were planned or carried out. We
monitored enrollment and attrition rates throughout the trial.

Timing of final analysis and outcome assessments

Outcome assessments for this secondary analysis of the PROHIP trial were conducted at two time
points: baseline and at 6 months after the assigned treatment was initiated. No additional outcome
assessments were planned during the trial. The timing of the 6-month follow-up assessment was
calculated by adding 26 weeks to the date the assigned treatment (i.e., THA or PRT) was initiated. The
specific time points for all outcome measurements are elaborated on in the published trial protocol.®
We will perform the final analysis after this SAP is publicly available at ClinicalTrials.gov, as we collected
all baseline and 6 months follow-up data between September 3, 2019 to May 5, 2022.

STATISTICAL PRINCIPLES

Confidence intervals and P values

All 95% confidence intervals (95%Cls) and P values will be two sided; for the primary endpoint
superiority will be defined as P<0-05. We will not apply explicit adjustments for multiplicity. Instead,
key secondary outcomes will be analyzed in a prioritized order (as listed in the Table 2 Mockup) using
a gatekeeping strategy, and the interpretation of these findings will account for the risk of spurious
results. For all primary and secondary endpoints, the 95% confidence intervals will not be adjusted for
multiplicity and should not be used as a substitute for hypothesis testing.
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The analyses of the two key secondary endpoints will be performed in sequence until
one of the analyses fails to show the statistically significant difference, or until all analyses have been
completed at a statistical significance level of 0.05. The two secondary statistical tests will be reported
with P values for hypothesis tests and tentative claims of statistical significance.

Adherence and protocol deviations

We reported adherence to the two treatments previously in the primary manuscript as number and
percentage of participants who were adherent, along with the number and percentage (with reasons)
for participants who were non-adherent, such as treatment crossover (i.e., declining surgery in the
THA group or receiving THA in the PRT group) or early discontinuation.'? Protocol deviations for this
secondary analysis will be defined as participants having less than three days of physical activity
measurements containing at least 10 hours of data each day.?

Analysis populations

The primary analyses will be based on the Intention-to-Treat (ITT) population and includes participants
with valid accelerometer measurement at baseline (defined as at least 3 days with each 8 hours of
measurement). The ITT principle asserts that the effect of a treatment policy is best assessed by
evaluating participants based on the treatment they were originally assigned to receive, rather than
the treatment they actually received. This means that participants will be followed, assessed, and
analyzed according to their assigned treatment group, regardless of adherence to the planned
treatment or initiation of other interventions.?**

Treatment policy estimand: The main analysis population (i.e. the ITT population)
represents the treatment policy estimand, corresponding to the average treatment effect among all
randomly assigned participants. This will be used for the main inferential measures.

Hypothetical estimand: Secondary analyses will report on the trial product estimand,
representing the hypothetical estimand. That is like asking an additional clinical question of interest is
what is the average treatment effect of THA relative to PRT, in the subgroup of randomized patients,
measured by change from baseline to 6 months after initiating the treatment in number of steps per
day, number of sit-to-stand transfers per day, and number of short walking bouts per day, had they
remained on their randomized treatment for the entire planned duration of the trial, not initiated
other competing interventions: declined surgery and initiated exercise on their own in the THA group
and THA in the PRT group, and had they additionally complied with the protocol.

TRIAL POPULATION

Screening data/Eligibility/Recruitment

Screening and recruitment processes were conducted in accordance with the PROHIP trial's eligibility
criteria to ensure that participants met all required conditions for inclusion.%%2¢ Screening data were
collected for all potential participants, including demographic, clinical, and radiographic imaging
information, to assess eligibility. Participants were deemed eligible if they fulfilled the criteria outlined
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in the trial protocol, including specific inclusion and exclusion factors. The detailed in and exclusion
criteria are listed in the trial protocol.?

Recruitment proceeded according to the pre-established strategy, with participants
being invited to enroll once their eligibility had been confirmed.!?'%?¢ The recruitment period was
monitored to ensure an adequate sample size was achieved within the specified timeline. Screening
and recruitment data were summarized descriptively, with the number of individuals screened, the
number eligible, and the final number enrolled in the study. Any reasons for non-eligibility or non-
participation were documented and reported. We will report the participant flow in CONSORT Flow
Diagram (see Figure 1 Mockup), in which the total number of participants screened and the number
of eligible participants will be reported, as well as the number of participants enrolled in the study will
be shown. Reasons for non-eligibility or non-participation (e.g., failure to meet inclusion criteria,
withdrawal of consent) will be indicated as part of the flowchart.

Baseline patient characteristics

The baseline characteristics of the randomized participants (both groups) will be presented in a Table
1 (see Table 1 Mockup). These characteristics will be reported as descriptive statistics only, including
means and standard deviations for continuous variables that are apparently normally distributed, and
medians with interquartile ranges for those that are not normally distributed. Counts and percentages
are provided for categorical variables. No statistical testing will be performed to compare the groups
at baseline, as the purpose of this table is solely to describe the demographic and clinical profile of the
participants in each group. This descriptive summary should provide an overview of the participants'
characteristics before exposure to the allocated intervention and ensures transparency regarding the
initial comparability of the groups.

STATISTICAL ANALYSIS

Outcome definitions and Endpoints

The primary outcome is the change from baseline to 6 months in number of steps per day, assessed
using tri-axial accelerometry (AX3 Axivity Ltd., Newcastle UK), with data being post-processed using a
custom designed algorithm (MATLAB R2019b, Mathworks, Natick, MA, USA).2”2 The primary endpoint
is the between-group difference in change from baseline to 6 months in the number of steps per day;
the estimated difference between groups will be reported with corresponding 95% confidence
intervals.

Key secondary outcomes include the change from baseline to 6 months in number of
sit-to-stand transfers per day and number of short walking bouts per day assessed using tri-axial
accelerometry. Other secondary outcomes include the change from baseline to 6 months in average
cadence (steps/min), percentage of time spent in very low-, low-, moderate- and high intensity activity,
walking (hours per day), standing (hours per day), sedentary (hours per day), cycling (min per day), and
cycle rotations (number per day) assessed using tri-axial accelerometry.?”%
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Endpoint title Time frame Unit

Primary endpoint

Change in number of steps From baseline (week 0) to 6 months after Number per
treatment initiation (week 26) day

Secondary endpoints

Change in number of sit-to-stand transfers From baseline (week 0) to 6 months after Number per
treatment initiation (week 26) day

Change in number of short walking bouts From baseline (week 0) to 6 months after Number per
treatment initiation (week 26) day

Other endpoints

Change in average cadence From baseline (week 0) to 6 months after  Steps per
treatment initiation (week 26) minute

Change in time spent very low-intensity activity =~ From baseline (week 0) to 6 months after  Percentage
treatment initiation (week 26) of per day

Change in time spent low-intensity activity From baseline (week 0) to 6 months after Percentage
treatment initiation (week 26) per day

Change in time spent moderate-intensity From baseline (week 0) to 6 months after Percentage

activity treatment initiation (week 26) per day

Change in time spent high-intensity activity From baseline (week 0) to 6 months after  Percentage
treatment initiation (week 26) per day

Change in time spent walking From baseline (week 0) to 6 months after  Hours per
treatment initiation (week 26) day

Change in time spent standing From baseline (week 0) to 6 months after  Hours per
treatment initiation (week 26) day

Change in time spent sedentary From baseline (week 0) to 6 months after  Hours per
treatment initiation (week 26) day

Change in time spent cycling From baseline (week 0) to 6 months after Minutes per
treatment initiation (week 26) day

Change in number of cycling rotations From baseline (week 0) to 6 months after  Number per
treatment initiation (week 26) day

Analysis methods

All descriptive statistics and statistical analyses will be reported in accordance with the
recommendations of the ‘Enhancing the QUAIity and Transparency Of health Research’ (EQUATOR)
network?® and the CONSORT statement.?! Visual inspection (QQ-plot, histograms, and scatterplots) of
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the standardised residuals from the statistical model will be used to assess the assumption of normality
and homogeneity of variances.

All results from statistical analyses will be accompanied by two-sided 95% Cls and
corresponding P values (superiority defined as P<0-05 for the primary endpoint). ¥ Between-group
differences of continuous endpoints will be analyzed using an analysis of covariance model with
randomized treatment (THA or PRT) and stratification groups (Vejle, Odense, Aarhus, or Naestved) as
factors and the baseline endpoint value as a covariate to reduce random variation.3! Missing data will
be multiply imputed using data from participants in the same randomized treatment group, and results
will be combined using Rubin’s rules.?

Changes from baseline will be reported as least squares means with standard errors,
and between-group differences will be presented as least-squares means with 95% confidence
intervals (see Table 2 Mockup). A two-sided P value of less than 0.05 will be considered to indicate
statistical significance for the key secondary endpoints. Trajectories in the number of steps per day
from baseline to 6 months will be (see Figure 2 Mockup), as well as a scatter plot of individual changes
in the number of steps per day from baseline to 6 months will be presented (see Figure 3 Mockup).

Finally, we will follow previously published procedures for blinded results interpretation
of the statistical analysis.>® In this regard, the results from the analysis will be presented to the author
group with the two treatment groups coded as Group A and Group B followed by development of two
written interpretations. The author group will sign a consensus statement comprising both
interpretations prior to the unsealing of the randomization code.

Missing data

The intention-to-treat (ITT) principle mandates that all participants in a clinical trial be included in the
analysis according to the groups to which they were randomized, regardless of deviations from the
assigned treatment. This approach is crucial for minimizing bias, as excluding participants who deviate
from their assigned treatment can introduce selection bias, potentially reintroducing confounders into
the analysis. We will adhere to the strategy proposed by White et al. for handling incomplete activity
measurement at follow-up in ITT analysis: (1) make every effort to follow up with all randomized
participants, even if they withdraw from the allocated treatment; (2) conduct the primary analysis
using all observed data, assuming a plausible missing data mechanism (i.e., Multiple Imputation
technique, applicable assuming data is Missing At Random [MAR]); (3) perform sensitivity analyses to
assess the robustness of results under alternative assumptions about the missing data (i.e., Complete
Case analysis and the Hypothetical Estimand will be estimated for the primary and key secondary
endpoints); and (4) ensure all randomized participants are accounted for, at least in the sensitivity
analyses.* Missing data will be imputed 1000 times from retrieved patients of the same randomized
treatment and the results will be combined using Rubin’s rules.3?

Additional analyses — incl. sensitivity analyses

As indicated above, sensitivity analyses will be performed to test the robustness of the main analysis,
excluding patients who refused to undergo surgery despite being randomly assigned to total hip
arthroplasty and patients who underwent total hip arthroplasty despite being randomly assigned to
progressive resistance training.
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Harms

Serious adverse events (SAEs) will not be reported, as they have been reported previously.?

Statistical software

All statistical analyses and calculations will be performed using and STATA BE version 18.5 (Statacorp,
College Station, Texas, USA).
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FIGURES AND TABLES

1,474 Patients with clinical suspicion of hip osteoarthritis were assessed for eligibility

683 Were not eligible for enrollment
73 Were not 50 years of age or older
118 Did not receive diagnosis of hip osteoarthritis
64 Had no indication for total hip arthroplasty
149 Had severe walking deficits
42 Had a body mass index above 35 kg/m2
9 Had fracture of the leg or foot within the previous 12 months
34 Had planned surgery of the leg in the next 6 months
23 Had cancer and received chemo-, immuno-, or radiotherapy
19 Had neurological diseases
152 Had other reasons

791 were eligible for enroliment in the trial

681 Chose not to undergo randomization
388 Refused any participation
293 Chose to undergo total hip arthroplasty and accept
enrollment in a parallel observational cohort

A

110 Underwent randomization

»| 1Wasexcluded from the trial owing to receiving misdiagnosis of
hip osteoarthritis and errors in enrollment procedures

A 4
53 Were assigned to receive total hip arthroplasty 56 Were assigned to receive progressive resistance training
48 Received total hip arthroplasty 12 Received total hip arthroplasty
5 Did not undergo total hip arthroplasty 44 Did not undergo total hip arthroplasty
v \ 4
mITT: ?? Had valid physical activity measures at baseline mITT: ?? Had valid physical activity measures at baseline
? Had missing data ?? Had missing data
\ 4
?? Had valid physical activity measures at 6 months ?? Had valid physical activity measures at 6 months
?? Had missing data ?? Had missing data
?? Were included in the intention-to-treat analysis ?? Were included in the intention-to-treat analysis

Figure 1 (Mockup). Participant Flow to 6 months Follow-up.
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Figure 2 (Mockup). Based on Simulated DATA. Trajectories in of number of steps between the from
baseline to 6 months in the two groups. The simulated data are based on values for the Danish
background population.®® Baseline values are based on the results for Danish persons 70 years of age
or older, while the improvements are based on the results for Danish persons 60-69 years of age (Total
Hip Arthroplasty) and 50-59 years of age (Progressive Resistance Training). The values plotted will be
least-squares means, and | bars indicate 95% confidence intervals.
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Figure 3 (Mockup). Scatter plot of individual changes in the number of steps per day from
baseline to 6 months in the two groups. Horizontal bars indicate group medians.
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Table 1 (Mockup). Baseline Characteristics of the Participants in the modified Intention-To-Treat
Population*

Progressive Resistance
Total Hip Arthroplasty Training
Characteristic (N=2?) (N=2?)

Female sex, no. (%)
Age, years
Body mass index, kg/m2
Duration of hip symptoms, years
Previous total hip arthroplasty, no. (%)
Previous total knee arthroplasty, no. (%)
OHS, 0 to 48t
UCLA activity score, 1 to 10%
40-m Fast Paced Walk Test, meters/sec
30-sec Chair Stand Test, number of repetitions
Physical activity variables
Steps, number per day
Sit-to-stand transfers, number per day
Short walking bouts, number per day
Average cadence, steps/min per day
Very low-intensity activity, % per day
Low-intensity activity, % per day
Moderate-intensity activity, % per day
High-intensity activity, % per day
Walking, hours per day
Standing, hours per day
Sedentary, hours per day
Cycling, min per day

Cycle rotations, number per day

* Values are presented as no. (%), mean (standard deviation) or median (interquartile range).

t The Oxford Hip Score (OHS) assess hip pain and function in one total score ranging from 0 (worst) to 48 (best).

¥ The University of California Los Angeles (UCLA) activity score measures physical activity level ranging from 1 (inactive) to 10 (regular physical
activity with high intensity).
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Table 2 (Mockup). Outcomes at 6 months in the modified Intention-To-Treat Population.*

6 Months follow-up Between-Group Difference
Progressive
Total Hip Resistance Adjusted
Arthroplasty Training Mean Difference
Outcomes (N=??) (N=??) (95% Cl) P value
Primary Outcome
Steps, number per day
Key Secondary Outcomes
Sit-to-stand transfers, number per day
Short walking bouts, number per day
Other Secondary Outcomes
Average cadence, steps/min N/A
Very low-intensity activity, % per day N/A
Low-intensity activity, % per day N/A
Moderate-intensity activity, % per day N/A
High-intensity activity, % per day N/A
Walking, hours per day N/A
Standing, hours per day N/A
Sedentary, hours per day N/A
Cycling, min per day N/A
Cycle rotations, number per day N/A

* All analyses will be based on the modified Intention-To-Treat population. For continuous outcomes, an analysis of covariance with multiple imputations
for missing data will be used to estimate least squares means with standard errors and differences between groups, along with 95% confidence intervals.
Between-group differences of continuous endpoints will be analyzed using an analysis of covariance model with randomized treatment (THA or PRT) and
stratification groups (Vejle, Odense, Aarhus, or Naestved) as factors and the baseline endpoint value as a covariate. The 95% confidence intervals will not
be adjusted for multiplicity and should not be used in place of hypothesis testing.
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Appendix Table 1 (Mockup). Outcomes at 6 months in the hypothetical estimand population.*

6 Months follow-up Between-Group

Difference
Progressive
Total Hip Resistance Adjusted
Arthroplasty Training Mean Difference
Outcomes (N=?7?) (N=?7?) (95% Cl)

Primary Outcome

Steps, number per day

Key Secondary Outcomes
Sit-to-stand transfers, number per day

Short walking bouts, number per day

* All analyses will be based on the hypothetical estimand population. Between-group differences of continuous endpoints will be analyzed
using an analysis of covariance model with randomized treatment (THA or PRT) and stratification groups (Vejle, Odense, Aarhus, or Naestved)
as factors and the baseline endpoint value as a covariate. The 95% confidence intervals will not be adjusted for multiplicity and should not
be used in place of hypothesis testing.
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Appendix Table 2 (Mockup). Outcomes at 6 months in the Complete Case population.*

6 Months follow-up

Between-Group

Difference
Progressive
Total Hip Resistance Adjusted
Arthroplasty Training Mean Difference
Outcomes (N=?7?) (N=?7?) (95% Cl)

Primary Outcome

Steps, number per day

Key Secondary Outcomes
Sit-to-stand transfers, number per day

Short walking bouts, number per day

* All analyses will be based on the complete case population. Between-group differences of continuous endpoints will be analyzed using
an analysis of covariance model with randomized treatment (THA or PRT) and stratification groups (Vejle, Odense, Aarhus, or Naestved)
as factors and the baseline endpoint value as a covariate. The 95% confidence intervals will not be adjusted for multiplicity and should

not be used in place of hypothesis testing.
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Appendix Table 3 (Mockup). Outcomes at 6 months in the modified Intention-To-Treat population,
using Non-responder imputation.*

6 Months follow-up Between-Group

Difference
Progressive
Total Hip Resistance Adjusted
Arthroplasty Training Mean Difference
Outcomes (N=57?) (N=57?) (95% Cl)

Primary Outcome

Steps, number per day

Key Secondary Outcomes
Sit-to-stand transfers, number per day

Short walking bouts, number per day

* All analyses will be based on the modified Intention-To-Treat population using non-responder imputation. Between-group differences of
continuous endpoints will be analyzed using an analysis of covariance model with randomized treatment (THA or PRT) and stratification
groups (Vejle, Odense, Aarhus, or Naestved) as factors and the baseline endpoint value as a covariate. The 95% confidence intervals will not
be adjusted for multiplicity and should not be used in place of hypothesis testing.
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