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Abstract: There is an increasing incidence, prevalence, and burden of knee osteoarthritis due to a
global increase in obesity and an aging population. The aim of the present study was to compare the
effectiveness of the addition of aerobic exercises performed in an unloaded or loaded position to a
conventional exercise program in overweight subjects with knee osteoarthritis. Twenty-four subjects
were randomly allocated to receive 36 sessions of 30-min duration of either sitting aerobic exercises
(experimental group) or standing aerobic exercises (control group). Pain intensity, knee disability,
and quality-of-life data were collected at baseline and at 12, 24, and 36 sessions. Generalized linear
mixed models (GLMMs) were constructed for the analysis of the differences. Significant differences
were found in the experimental group for self-reported pain and knee pain and disability at 24 and
36 sessions (p < 0.05). Significant between-group differences were observed in change in self-reported
knee pain and disability and quality of life from baseline to 24th- and 36th-session measurements
in favor of the experimental group. Adherence to treatment was higher in the experimental group.
Adding aerobic exercises in an unloaded position to a conventional exercise program produced
superior effects over time for self-reported knee pain, knee pain and disability and quality of life
compared to loaded aerobic exercises in overweight subjects with knee osteoarthritis.
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1. Introduction

Osteoarthritis (OA) is one of the most common musculoskeletal conditions in our society [1,2],
which affects over 80% of the population beyond the age of 55 [3]. Together with the hip, the knee is the
most commonly affected joint with both sharing a predominantly load-bearing function [4]. There is
an increasing incidence, prevalence, and burden of knee osteoarthritis due to the global increase in
obesity and an aging population [5]. In addition to pain, knee OA causes stiffness, limited mobility,
swelling, joint instability, and muscle weakness, all of which can lead to impaired physical function
and reduced quality of life [6]. Factors such as age, overweight, and obesity play an important role in
the development and aggravation of knee OA as they may accelerate cartilage degradation and then
facilitate the development of OA [6,7].

Most clinical guidelines recommend exercise and weight loss for the management of knee OA in
overweight patients [8-10]. Regarding exercise, the most effective programs include strengthening
aquatic and/or aerobic exercises with all of them showing positive effects on patient-reported pain,
disability, and quality of life in people with knee OA [11-14]. While the magnitude of exercise
benefits may be considered small to moderate, these effects are comparable to those obtained with
simple analgesics and oral nonsteroidal anti-inflammatory drugs, but exercise has much fewer side
effects [15,16].

Being overweight may contribute to knee OA by increasing the load on the joint, effective methods
for implementing exercises while reducing joint overload have emerged including aquatic and cycling
exercise training. While these unloading strategies may be interesting to those patients who cannot
tolerate therapeutic load training due to pain, they are often not considered the treatment of choice for
knee OA. Performing some of the recommended exercises for the management of knee OA (e.g., aerobic
exercise) in unloading positions (e.g., sitting position) might help to reduce some of the drawbacks
of load training exercises, such as an increase of pain or the inability of many patients to remaining
long-term in a loaded knee position. However, to our knowledge, studies directly comparing the
clinical benefit of aerobic exercises performed in unloaded versus loaded conditions are lacking.
In addition, evidence about the effects of aerobic training for overweight subjects with knee OA either
when applied alone or in combination with other exercise modalities is scarce [12].

Adherence to exercise is associated with better treatment outcomes in people with knee OA [16,17].
Indeed, poor adherence is considered the most likely explanation for the declining impact of the
benefits of exercise over time in people with knee OA [18], so focusing on how exercise behavior can
be stimulated and maintained in the long term in this population has become a research priority [18].

The aim of this study was to evaluate the effects on knee pain, disability, and quality of life of
adding unloaded aerobic exercises (seated) versus aerobic exercises in a loading condition (standing)
to a conventional strengthening and stretching program in overweight subjects with knee OA. It was
hypothesized that participants receiving the aerobic exercises in an unloading position would show
significantly greater clinical improvements and adherence to treatment as compared to those performing
aerobic exercises in a loading position.

2. Methods

2.1. Study Design

A two-arm, parallel-group, assessor-blinded, randomized-controlled trial conforming to
CONSORT guidelines [19] was performed between June 2015 and February 2016 at the Specialization
Center for Diagnosis and Treatment of Azuqueca de Henares, Spain. The study was approved by the
Ethics Research and Experimentation Committee of the University of Alcala (CEIM/HU/2015/29) and
conducted in accordance with the Declaration of Helsinki. The study was registered at Australian New
Zealand Clinical Trials Registry (trial registration ACTRN12616000506493).
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2.2. Participants

Subjects with knee OA aged between 50 and 80 years old were invited to participate in the study.
They were recruited from the primary care rehabilitation area, Specialization Center for Diagnosis and
Treatment of Azuqueca de Henares, Spain.

Individuals were included if they had symptomatic knee OA according to the American College
of Rheumatology classification criteria [20]. These criteria were found to be 89% sensitive and 88%
specific for diagnosing knee OA [20]. In addition, individuals were included if they had a body mass
index (BMI) > 25 kg/m?.

Subjects were excluded if they were unable to walk or exercise without functional aids, had previous
knee surgery, or were diagnosed of an unstable medical or psychiatric condition or advanced
osteoporosis. Subjects were informed about the procedures and gave written informed consent prior
to participation.

2.3. Sample Size

The required sample size was calculated using G*Power 3.0.18 software (Universitdt Diisseldorf,
Diisseldorf, Germany) based on self-reported knee pain on the Visual Analogue Scale (VAS) as the
primary outcome measure. The effect size (ES) for the self-reported knee pain was considered as
ES = 0.25, and the correlation between repeated measurements was assumed at 0.5. Assuming four
measurements (pre, post 12 sessions (post12), post 24 sessions (post24), and post 36 sessions (post36))
in the two treatment groups, the correction of sphericity was determined at 1. With a statistical power
of 0.80 and an alpha level of 0.05, a total sample size of 24 patients was estimated. Considering a
possible loss to follow-up of up to 10%, a total of 26 patients were recruited (13 per group).

2.4. Procedure

Demographic information including age, sex, weight, age, and BMI was first collected by self-report.
Participants additionally completed a Visual Analogue Scale (VAS) to quantify their pain intensity.

They then completed the following self-administration questionnaires in a standardized order:
The Western Ontario and McMaster Universities Arthritis Index (WOMAC) and the Short Form-12
Health Survey questionnaire (SF-12). Finally, treatment adherence from all participants was noted
with a self-administered record.

A physiotherapist, specifically trained in all aspects of the assessment, was responsible for all the
measurements. This assessor was blinded to the questionnaire data and treatment allocation.

2.5. Outcome Measurements

The primary outcome measure of this study was patient reported level of pain rated on the
VAS. Secondary outcomes were results from the WOMAC and SF-12 questionnaires and treatment
adherence. Every outcome was measured at baseline and after completing 12, 24 and 36 sessions of
treatment. Treatment adherence was measured asking patients how many sessions of that prescribed
they completed.

2.5.1. Self-Reported Knee Pain

Participants were asked to indicate the intensity of their pain in the last week on the VAS, which
consists of a continuous 100-mm-long horizontal line where one end (left) corresponds to no pain
and the other end (right) to worst possible pain. Test-retest reliability and internal consistency of the
VAS have been demonstrated in people with knee OA [21]. In addition, VAS scores have shown good
correlation with scores obtained in other pain descriptive scales [22]. A 20 mm change is required for
the result of the VAS to be clinically meaningful in subjects with knee OA [21].
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2.5.2. Knee Pain and Disability

The Spanish version of the Western Ontario and McMaster Universities Osteoarthritis Index
(WOMAC) was used [23]. The WOMAC comprises five items for pain (range 0-20), two for stiffness
(range 0-8), and 17 for functional limitation (range 0-68). Total WOMAC score (range 0-96) and scores
from the pain, stiffness, and functional subscales were considered in this study. Higher scores on the
WOMAC indicate worse pain, stiffness, and functional limitations.

The test-retest reliability, internal consistency, convergent validity and responsiveness of the
Spanish version of the WOMAC have been demonstrated in people with hip and knee OA [23].
A 7.9-point change is required for the result of the WOMAC to be clinically meaningful [21].

2.5.3. Quality of Life

The Spanish version of the Short Form Survey (SF-12) was used to evaluate quality of life [24].
It is comprised of 12 items divided into two subscales: physical health composite (SF12PCS) (range
0-100) and mental health composite (SF12MCS) (range 0-100). The total SF-12 score (range 0-100) [25]
and scores from the SF12PCS and SF12MCS subscales were considered in this study. Lower scores on
the SF-12 indicate lower level of health.

Psychometric properties of the SF-12 were previously reported showing good internal consistency
and reliability [26,27]. In addition, the criterion-related validity of SF-12 is satisfactory when comparing
its results with those obtained in the SF-36 showing correlations ranging from 0.94 to 0.96 (physical
summary) and from 0.94 to 0.97 (mental summary) [26,27]. The minimal detectable change score for
the SF12PCS and SF12MCS in subjects with knee OA is 2.7 points and 3.5 points, respectively [27].

2.6. Interventions

An equal number of participants were randomly allocated using opaque sealed envelopes to receive
either a program combining strengthening and stretching together with aerobic training exercises
performed in an unloaded sitting position (experimental treatment) or the same strengthening and
stretching program but with aerobic exercises applied in a loaded standing position (control treatment).

Both programs involved a total of 36 treatment sessions (3 sessions per week) [12] during the twelve
weeks of the study. The first 12 sessions were performed in the clinic, in group, and supervised by a
physiotherapist with a master’s degree in Musculoskeletal Physiotherapy, whereas the rest of the sessions
(24 sessions) were performed by participants at home individually, using the exercises previously
taught in the clinic and with digital versatile disc (DVD) guidance. Each session comprised 30 min of
aerobic training performed in an unloaded (sitting—experimental group) or loaded (standing—control
group) position depending on the allocated treatment, followed by 30 min of a series of strengthening
and stretching exercises. Both groups received the same strengthening and flexibility exercises so the
only difference between groups was the aerobic exercise program. In order to improve adherence to
treatment, researchers contacted each patient by phone every 15 days to encourage them to continue
with the treatment program.

All interventions were applied by a physiotherapist experienced in providing all treatment
procedures. This physiotherapist was blinded to results of measurements and questionnaires used as
outcome measures. Participants were instructed to continue with their current medications during the
treatment period.

2.6.1. Experimental Treatment

The experimental group started each session with 30 min of aerobic exercise in an unloaded
sitting position structured as follows: 5 min of warm-up, 20 min of aerobic training, and 5 min of
cooling-down. Warm-up included three exercises of 1 min duration with a 1 min interval between
exercises (Supplementary Material S1). The same exercises, but in the reverse order, were used for
cooling-down. Aerobic training comprised four series of five exercises of 1 min duration (Supplementary
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Material S2). Subjects were asked to rate their self-perceived exertion in a 10-point verbal BORG CR10
scale, ranging from O (rest) to 10 (maximal exertion). They were asked to maintain a 4/10 (moderate)
self-perceived exertion during aerobic exercise.

After aerobic training, all participants performed lower limb isometric strengthening exercises, as
these have been suggested to produce a hypoalgesic effect [28] and to be beneficial in these kind of
patients [29], addressing the quadriceps, hamstrings, triceps surae, adductors, and abductors muscles.
The exercise load prescribed for each exercise was one set of ten repetitions holding 10 s of contraction
and 2 s rest between contractions using medium-resistance elastic bands and vinyl balls (Supplementary
Material S3). Finally, stretching exercises targeting the above-mentioned muscles were performed in
each lower limb for a total of one set of ten 10 s repetitions, with 2 s rest between repetitions using
resistance bands if necessary (Supplementary Material S4). The duration of the strengthening and
stretching exercises was 30 min.

2.6.2. Control Treatment

The control group started each session with 30 min of aerobic exercise in a loaded standing position
structured identically with regard to time as per the experimental group. However, the 5 min of warm-up
and cooling-down included alternating 3 min of gentle walking with 2 min rest. Aerobic training
in this group consisted of 20 min of moderate-intensity exercise (brisk walking). Moderate intensity
was defined asking the subjects to rate their self-perceived exertion in a 10-point verbal BORG scale,
ranging from 0 (rest) to 10 (maximal exertion), and being 4/10 a moderate exertion. Afterward, the
same series of strengthening and stretching exercises as per the experimental group were performed for
30 min.

2.7. Statistical Analysis

Data were analyzed with the SPSS v22 software package for windows (SPSS Inc. version 22.0,
IBM, Chicago, IL, USA). All statistical tests were performed considering a 95% confidence interval
(CI) with an « level < 0.05. Per protocol analyses were conducted. Data normality was evaluated
with the Shapiro-Wilk test. All data were normally distributed but for exercise adherence. For the
descriptive analysis of continuous variables, the mean and standard deviation (SD) were reported.
For nominal variables, the absolute frequencies were calculated. Homogeneity analysis was performed
with Student’s t-test for continuous variables and with Pearson’s chi-square test or Fisher’s exact test
for nominal variables.

For the differences between groups, generalized linear mixed models (GLMM) were constructed,
with time (baseline, post-treatment, 2 months, and 3 months) as a within-subjects factor and group
(experimental, control) as a between-subjects factor. Sphericity was evaluated with the Mauchly test,
and the Greenhouse-Geisser correction was used when the sphericity assumption was not fulfilled.
Partial eta squared (npz) was used as an estimator of the effect size of the main effects and interactions of
the GLMM. Post hoc comparisons were conducted with Student’s t-test with the Bonferroni correction.
Effect sizes of post hoc comparisons were estimated with Cohen’s d, with the formula d = 2t/+/g.

Differences in exercise adherence were analyzed with Mann-Whitney U-test.

3. Results

The study flow diagram is depicted in Figure 1. A total of 34 patients were screened for eligibility.
Eight participants were excluded as they failed to fulfil the inclusion criteria. A total of 26 (15 women,
11 men) participants were finally included. They were randomized into two groups: experimental
group (n = 13) and control group (n = 13). There were four dropouts during the study period, two in
each group due to changing their city of residence. No adverse effects were reported in either group.

Baseline characteristics of the two intervention groups are presented in Table 1. There were no
significant differences in baseline variables between groups (all p > 0.05).
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Figure 1. Flow diagram of subjects. Abbreviations: BMI, body mass index.

Table 1. Baseline characteristics of the patients (n = 22).

6 of 13

Control Group

Experimental Group

Characteristic * o = 11) 0 =11) p Value
Sex (male/female) 6/5 4/7 0.670
Age (years) 60.27 (9.27) 68.55 (9.95) 0.057
Weight (kg) 76.61 (20.97) 79.96 (15.85) 0.677
Height (cm) 157.45 (10.62) 156.55 (10.73) 0.844
BMI (kg/m?) 30.64 (6.72) 32.31 (5.16) 0.464
VAS (0-100 mm) 43.18 (31.27) 63.90 (19.97) 0.079
WOMAC- total (0-96) 41.63 (22.58) 42.36 (15.51) 0.931
WOMAC-pain subscale (0-20) 8.90 (5.20) 8.63 (2.87) 0.881
WOMAC-stiffness subscale (0-8) 4.09 (2.50) 3.09 (2.87) 0.395
WOMAC-function subscale (0-68) 28.63 (15.85) 30.63 (11.44) 0.738
SF12PCS (0-100) 32.98 (8.37) 35.79 (8.78) 0.202
SF12MCS (0-100) 48.70 (9.29) 47.86 (11.62) 0.854

* Values are presented as mean (SD). Abbreviations: BMI, body mass index; WOMAC, Western Ontario and
McMaster Universities Osteoarthritis Index; SF12MCS, Short Form 12 Health Survey—Mental Component Summary;
SF12PCS, Short Form 12 Health Survey—Physical Component Summary; VAS, Visual Analogue Scale.
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3.1. Primary Outcomes: Self-Reported Knee Pain

Table 2 shows the values of VAS for each group in each moment in time. Statistically significant
differences were found in the interaction of treatments and times (F(3 0y = 5.807, p < 0.05; np2 =0.22).
These differences were found in the experimental group between baseline (pre) and at three months
(postmonth3) (mean difference, —31.81; 95% CI, —58.25 to —5.38; p = 0.013), and the effect size was
considered large. Differences were found between the control and experimental groups, between the
baseline measurement and the postmonth2 (p = 0.009) and postmonth3 (p = 0.008) measurements.
Effect sizes were considered weak between the baseline and postmonthl (d = 0.23) measurements;
medium between baseline and postmonth2 (d = 0.46), and large between baseline and postmonth3
(d = 1.13) (Table 2). A clinically significant difference of 3.7 points in pain reduction at the end of
treatment was found, in favor of the experimental group.

Table 2. Self-reported knee pain data.

Group Baseline Post12 Post24 Post36
VAS * (0-100 mm)
Control Group 43.18 (31.27) 46.72 (30.56) 54.81 (28.49) 48.82 (32.41)
Experimental Group 63.90 (19.97) 53.90 (36.50) 38.27 (32.25) 32.09 (26.78)
Within-group change score from baseline +
Control Group 3.54 (=17.77,24.86) 11.63 (-13.37, 36.65) 5.64 (-18.73,30.02)
Experimental Group —10.00 (-24.90,4.90)  —25.63 (-39.38, -11.89) ~  —31.81 (-58.25, -5.38) ~
) . . —-13.54 (-37.90,10.81); -37,27 (-63.99, -10.55) ~; —37.46 (—64.10, —10.82) ~;

Between-group difference in change score d=023 d =046 d=113

* Values are mean (SD). T Compared to pre-treatment. i Values mean difference (95% confidence interval).
~ Statistically significant differences (p < 0.05). d = 2t/+/g. Abbreviations: VAS, Visual Analogue Scale. Post12,
post 12 treatment sessions, Post24, post 24 treatment sessions, Post36, post 36 treatment sessions.

3.2. Secondary Outcome: Exercise Adherence

The subjects in the experimental group showed significantly greater adherence to the exercise
program compared to subjects in the control group at post36 follow-up (U = 23.50, p = 0.024) but not at
postl12 (U = 43.50, p = 0.43) and post24 (U = 39.00, p = 0.28) follow-ups. A description of adherence
data is presented in Table 3.

Table 3. Exercise adherence.

Group Post12 Post24 Post36

Control Group * 95.83% (75%-100%) 72.92% (50%—-95.83%) 58.05% (38.89%—77.78%)
Experimental Group * 100% (91.65%—-100%) 91.65% (87.47%—-97.92%) 86.10% (77.76%—94%)

* Values are median (1st-3rd quartiles). Post12, post 12 treatment sessions, Post24, post 24 treatment sessions, Post36,
post 36 treatment sessions.

3.3. Secondary Outcome: Knee Pain and Disability

Table 4 presents the data from the WOMAC questionnaires. No statistically significant differences
were found in the WOMACT questionnaire within the groups between the baseline measurement (pre)
and the rest of the post-measurements (F(3 69) = 0.718, p = 0.521; np2 = (0.03). No differences were found
between both groups, between the baseline measurement and any of the measurements (p > 0.016).
Effect sizes found were considered weak in all measurements (d = 0.23, d = 0.37, and d = 0.30).

Likewise, no significant differences were found in the WOMACD within either group between the
baseline measurement (pre) and the rest of post-measurements (F3 0) = 0.718, p = 0.521; np2 =0.03).
No differences were found between both groups, between the baseline and the rest of the measurements
(p > 0.016). Effect sizes are considered weak in all measurements (d = 0.36, d = 0.38, and d = 0.17).

No differences were found in the WOMACR within the groups (F(3 ¢9) = 0.718, p = 0.521; np2 =0.03)
or between groups (p > 0.016). The effect sizes found were weak in all measurements (d = 0.09,d = 0.11,
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and d = 0.10). No differences were found in the WOMACC within the groups (F(3,60) = 0.256, p = 0.857;
np2 =0.01) or between groups (p > 0.016). The effect sizes found were weak in all measurements (d =0.17,
d =0.39, and d = 0.35). None of the questionnaires analyzed presented clinically significant changes.

Table 4. WOMAC questionnaire data.

Group Baseline Post12 Post24 Post36
WOMAC-total
Control group 41.63 (22.58) 44.00 (21.67) 39.54 (21.18) 34.27 (22.95)
Experimental Group 42.36 (15.51) 36.18 (18.29) 35.16 (17.66) 30.63 (16.13)
Within-group change score from baseline t
Control Group 2.36 (-10.96, 15.69) —2.09 (-13.60, 15.69) 7.36 (-18.02, 15.69)
Experimental Group —6.18 (-14.23, 1.86) -7.18 (-13.18, -1.17) ~ -11.72 (-20.41, -3.03) ~
. . —8.54 (-23.12, 6.03); —-5.09 (-17.25, 7.06); —4.36 (-17.23, 8.50);
Between-group difference in change score f d=023 d=037 d =030
WOMAC-pain subscale *
Control Group 8.90 (5.20) 8.45 (4.94) 7.63 (3.85) 6.45 (4.45)
Experimental Group 8.63 (2.87) 6.81 (3.54) 6.00 (3.60) 5.50 (3.17)
Within-group change score from baseline +
Control Group —0.36 (-3.34, 2.61) -1.27 (-3.78,1.24) —2.45 (-5.06, -0.15)
Experimental Group —1.81 (-3.85,0.21) —2.63 (—4.80, —0.46) ~ -3.18 (-6.21, —-0.15) ~
Between-group difference in change score} -145 d(__408§' é1.92); -1.36 d(__4(')4§é1’74); -072 d(_—4(')415’73.02);
WOMAC-stiffness subscale *
Control Group 4.09 (2.50) 3.37 (1.95) 3.36 (2.01) 3.27 (2.00)
Experimental Group 3.09 (2.87) 2.19 (2.01) 2.54 (1.91) 2.09 (1.75)
Within-group change score from baseline t
Control Group —0.72 (-2.34, 0.89) —0.74 (-2.17,0.71) —0.81 (-2.22, 0.58)
Experimental Group —-0.90 (-1.78, —0.03) —0.54 (—1.83,0.74) -1.00 (-2.12,0.12)
. . —-0.18 (-1.90, 1.59); 0.20 (-1.62,1.99); —0.19 (-1.86, 1.50);
Between-group difference in change score { d =009 d=011 d=010
WOMAC-function subscale *
Control Group 28.63 (15.85) 32.18 (15.37) 28.54 (15.98) 24.90 (17.47)
Experimental Group 30.63 (11.44) 28.00 (13.89) 26.63 (13.15) 23.09 (12.10)
Within-group change score from baseline +
Control Group 3.55 (—4.48,10.57) —-0.09 (-8.47, 8.29) -3.72 (-11.75,4.29)
Experimental Group —2.64 (-9.66, 4.39) 4.00 (—0.38, 8.38) —7.54 (-13.46, -1.62) ~
. . 3.19 (-12.65, 19.04); —3.90 (-12.77, 4.95); —-3.81(-13.15, 5.51);
Between-group difference in change score d=017 d=039 d=035

* Values are mean + SD. t+ Compared to pre-treatment. I Values mean difference (95% confidence interval).
~ Statistically significant differences (p < 0.05). d = 2t/+/g. Abbreviations: WOMAC, Western Ontario and McMaster
Universities Osteoarthritis Index. Post12, post 12 treatment sessions, Post24, post 24 treatment sessions, Post36,
post 36 treatment sessions.

3.4. Secondary Outcome: Quality of Life

No significant differences were found within the groups in any of the questionnaires analyzed:
SF12PCS (F(3,60) = 0.687, p = 0.564; np2 = 0.03), SFP12MCS (F(3,60) = 1.150, p = 0.336; np2 = 0.05),
and SF12T (F(3,60) = 1.767, p = 0.163; np2 = 0.08). Likewise, there were no statistically significant
differences between the groups in any of the SF-12 questionnaires between the baseline measurement
and the rest of the measurements (p < 0.016). Effect sizes were weak in all cases, except in SF12MCS,
between the baseline measurement and postmonth2, when it was moderate (d = 0.54) and in SF12Total
between the baseline measurement and at 12 months (d = 0.70) (Table 5).
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Table 5. SF12 questionnaire data.

Outcome Baseline Post12 Post24 Post36
SF12PCS *
Control group 32.98 (8.37) 35.79 (8.78) 36.68 (9.20) 36.80 (10.89)
Experimental Group 38.29 (10.40) 40.98 (6.38) 37.73 (8.08) 37.29 (10.20)
Within-group change score from baseline t
Control Group 2.80 (-5.11, 10.73) 3.70 (—3.66, 11.06) 3.81 (—4.00, 11.64)
Experimental Group 2.69 (—-4.19,9.57) -0.56 (-7.34,6.23)  —1.00(-10.12, 8.12)
} . . —-0.11 (-9.94,9.71); —4.25(-13.85,5.34); —4.81(-16.07, 6.43);
Between-group difference in change score } d =000 d=029 d=022
SF12MCS *
Control Group 48.70 (9.29) 48.12 (9.80) 47.90 (9.41) 48.73 (9.48)
Experimental Group 47.86 (11.62) 50.13 (11.24) 53.05 (9.97) 53.62 (9.36)
Within-group change score from baseline
Control Group -0.48 (-5.27,4.31)  —-0.79 (-6.74, 5.16) 0.03 (—8.36, 8.43)
Experimental Group 2.27 (-3.30, 7.85) 519 (041,5.16) ~ —-5.76 (-1.60, 13.12)
) . . 2.75(-4.13,9.64); 598 (-1.16,13.12);  5.01 (—4.73,16.18);
Between-group difference in change score } d=023 d =054 d =048

* Values are mean + SD. t Compared to pre-treatment. } Values mean difference (95% confidence interval).
~ Statistically significant differences (p < 0.05). d = 2t/y/g. Abbreviations: SF12MCS, Short Form 12 Health
Survey—Mental Component Summary; SF12PCS, Short Form 12 Health Survey—Physical Component Summary.

4. Discussion

This study showed that adding aerobic exercises performed in an unloaded position to a
conventional strengthening and stretching program resulted in superior effects in self-reported knee
pain, knee pain and disability, and quality of life as compared to adding loaded aerobic exercises in
overweight subjects with knee OA. Interestingly, beneficial effects in the experimental group were
observed after administering 24 sessions of treatment and remained at the end of treatment, after 36
sessions. The percentage of adherence to treatment was higher in the experimental group (59%) as
compared to that in the control group (41%). Given the inability some subjects with knee OA may
have to perform aerobic training in loading positions due to pain and/or overweight, aerobic exercise
in a sitting, unloaded position might constitute a safe alternative.

4.1. Self-Reported Knee Pain

Significant within group and between groups differences were observed in self-reported knee pain
in favor of the experimental group between baseline measurement and measurements taken after 24
and 36 sessions of treatment. In addition, the reduction in self-reported knee pain in the experimental
group at the end of treatment as compared to baseline was clinically meaningful (>20 mm) [21].
These results indicate that when adding aerobic exercises in a sitting, unloaded position to conventional
exercises in overweight subjects with knee OA, at least 24 sessions may be necessary to expect a
significant improvement in pain according to the VAS.

These results are in line with findings related to mechanical loading and the presence of pain
in patients with knee OA [30,31]. In addition, Beckwée et al. [32] reported that the knee pain of
subjects with signs of peak mechanical loading improved significantly after low-mechanical-load
strength exercises but not after high-mechanical-load walking exercises [32]. Hence, the improved
results of unloaded compared to loaded exercises, may be explained by a decreased mechanical knee
load. On the contrary, the beneficial effects of exercises may also act through pathways other than
mechanical ones [33,34]. Indeed, in light of recent insights into chronic musculoskeletal pain, it is
suggested to consider knee OA pain from a multidimensional perspective with contributions of not only
knee pathology (including joint load) but also psychological distress and pain neurophysiology [35].
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For example, Wideman et al. reported that both pain catastrophizing and processes related to central
sensitization predicted knee pain during a weight-bearing activity [31]. However, since these potential
confounding factors have not been taken into account in the current study, further research is warranted.

4.2. Knee Pain and Disability

The total WOMAC, WOMAC pain subscale, and WOMAC functional subscale scores only revealed
a significant improvement in the experimental group when measured after 24 and 36 sessions of
treatment. However, this improvement was not clinically meaningful for the experimental group
when considering the differences observed in the total WOMAC score. These results are important
as the pain and function of people with knee OA is significantly worse than that of the reference
population [25]. Previous research showed beneficial effects for up to six months in the WOMAC
pain subscale with a similar exercise program as used in the current study [36]. Our results, however,
are not consistent with studies using walking as the aerobic exercise [37].

4.3. Quality of Life

Only the experimental group achieved significant improvements in quality of life measured with
the SF-12 questionnaire. Our findings are in accordance with previous studies from Escalante et al. [38]
and Beckwée et al. [39], in which exercise showed positive effects on quality of life, mental health,
and depression in patients with knee OA. The slight drop in improvement in SF12MCS observed in the
current study between post24 and post36 measurements (5.98 to 5.01 points) might be due to a lack of
progression in exercise intensity.

4.4. Adherence to Treatment

Although the researchers contacted the patients every 2 weeks, the adherence rate was low in
the control group (58.05%) compared to that in the experimental group (86.10%) at post36 follow-up.
This may be an important confounding factor since a dose-response relation exists for physical
activity [40]. Patient adherence to exercise declines over time, so appropriate attention to this issue is
advocated in people with knee OA, as reduced adherence may attenuate the benefits of exercise [41].
Furthermore, it seems that higher exercise adherence is associated with improved physical function in
overweight and obese older adults with knee OA [22]. This indicates that barriers and facilitators to
exercise should be identified and strategies to maximize long-term adherence, promoting adherence to
exercise should be implemented [41].

4.5. Limitations

The main limitation of this study is the small sample size, which implies that the results of this
study may not be generalized. In addition, the radiographic disease severity for each participant was
unknown, so results may not be extrapolated to people with different degrees of knee OA. The absence
of a control group receiving no-treatment raises the possibility that the positive results obtained in
this study may not be due to the exercise program but due to other factors such as the natural history
of the disorder or regression to the mean. However, due to the study design (randomization of the
sample, baseline homogeneity of the study groups, and blinding of patients and external evaluators)
and because both groups performed the same routine of strengthening and stretching exercises, it is
unlikely that the results are due to other factors unrelated to the aerobic exercise in a sitting position.

Minimal clinically important difference was only established for some variables but not for others.
Therefore, firm conclusions about the clinical relevance of findings related to the variables where no
data existed could not be made. No progression in exercise intensity was done, which does not reflect
common clinical practice.
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5. Conclusions

An exercise program combining aerobic training in an unloaded position with strengthening and
stretching exercises seems to produce superior beneficial effects in self-reported knee pain, knee pain
and disability, and quality of life as compared to the same program but with aerobic training applied
in a loaded position in overweight subjects with knee OA. However, more research is needed to draw
definitive conclusions.

Supplementary Materials: The following are available online at http://www.mdpi.com/2077-0383/9/12/4113/s1,
Supplementary Material S1: Warming-up and cooling-down exercises included in the aerobic training for both
the experimental and control group, Supplementary Material S2: Aerobic exercises, Supplementary Material S3:
Strengthening exercises, Supplementary Material S4: Stretching exercises.

Author Contributions: Conceptualization, T.G.-1., D.P-M., and E.L.-G.; methodology, T.G.-1., D.P-M.,, E.L.-G,,
B.D.P-H., B.D.-P. and D.B.; software, T.G.-I. and R.E.-M.; validation, D.P.-M., E.L.-G., and D.B.; formal analysis,
T.G.-I. and R.E-M,; investigation, D.P.-M., E.L.-G., T.G.-I, B.D.-P, M.].B.R,, B.D.P-H. and M.].B.R,; resources,
T.G.-I, MJ.BR.,, D.P-M. and B.D.-P; data curation, T.G.-I., B.D.-P., M.].B.R. and R.F.-M.; writing—original
draft preparation, D.P-M., E.L.-G., M.].B.R,, B.D.P.-H., MJ.B.R,, D.B. and B.D.-P;; writing—review and editing,
D.P-M,, T.G-L, EL.-G,, D.B, B.D.P-H., and R.F.-M,; visualization, T.G.-I.; supervision, T.G.-I1. and D.P.-M.; project
administration, T.G.-I., D.P.-M., B.D.-P. and E.L.-G. All authors have read and agreed to the published version of
the manuscript.

Funding: This research received no external funding.

Acknowledgments: We are deeply grateful to Beatriz Corral de Eusebio and other personnel at the Specialization
Center for Diagnosis and Treatment of Azuqueca de Henares, who collaborated in the intervention. To external
evaluators and, last but not least, we thank the patients who participated in this study, because without them this
project would not have been possible.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Dieppe, P.A.; Lohmander, L.S. Pathogenesis and management of pain in osteoarthritis. Lancet 2005, 365,
965-973. [CrossRef]

2. Mintyselkd, P; Kumpusalo, E.; Ahonen, R.; Kumpusalo, A.; Kauhanen, J.; Viinaméki, H.; Halonen, P;
Takala, J. Pain as a reason to visit the doctor: A study in Finnish primary health care. Pain 2001, 89, 175-180.
[CrossRef]

3. Suri, P; Morgenroth, D.C.; Hunter, D.J. Epidemiology of osteoarthritis and associated comorbidities. PM R
2012, 4, S10-519. [CrossRef] [PubMed]

4.  Hunter, D.J.; Felson, D.T. Clinical review: Osteoarthritis. BM] 2006, 332, 639-642. [CrossRef]

5. Cross, M.; Smith, E.; Hoy, D.; Nolte, S.; Ackerman, I.; Fransen, M.; Bridgett, L.; Williams, S.; Guillemin, F.;
Hill, C.L.; et al. The global burden of hip and knee osteoarthritis: Estimates from the Global Burden of
Disease 2010 study. Ann. Rheum. Dis. 2014, 73, 1323-1330. [CrossRef]

6. Palazzo, C.; Nguyen, C.; Lefevre-Colau, M.M.; Rannou, E; Poiraudeau, S. Risk factors and burden of
osteoarthritis. Ann. Phys. Rehabil. Med. 2016, 59, 134-138. [CrossRef]

7. Litwic, A.; Edwards, M.H.; Dennison, E.M.; Cooper, C. Epidemiology and burden of osteoarthritis. Br. Med.
Bull. 2013, 105, 185-199. [CrossRef]

8. Fernandes, L.; Hagen, K.B.; Bijlsma, ] W.J.; Andreassen, O.; Christensen, P.; Conaghan, P.G.; Doherty, M.;
Geenen, R.; Hammond, A.; Kjeken, I; et al. EULAR recommendations for the non-pharmacological core
management of hip and knee osteoarthritis. Ann. Rheum. Dis. 2013, 72, 1125-1135. [CrossRef]

9.  McAlindon, T.E.; Bannuru, R.R.; Sullivan, M.C.; Arden, N.K.; Berenbaum, E.; Bierma-Zeinstra, S.M.;
Hawker, G.A.; Henrotin, Y.; Hunter, D.].; Kawaguchi, H.; et al. OARSI guidelines for the non-surgical
management of knee osteoarthritis. Osteoarthr. Cartil. 2014, 22, 363-388. [CrossRef]

10. Hochberg, M.C.; Altman, R.D.; April, K.T.; Benkhalti, M.; Guyatt, G.; McGowan, J.; Towheed, T.;
Welch, V.; Wells, G.; Tugwell, P. American College of Rheumatology 2012 recommendations for the use of
nonpharmacologic and pharmacologic therapies in osteoarthritis of the hand, hip, and knee. Arthritis Care
Res. 2012, 64, 465-474. [CrossRef]


http://www.mdpi.com/2077-0383/9/12/4113/s1
http://dx.doi.org/10.1016/S0140-6736(05)71086-2
http://dx.doi.org/10.1016/S0304-3959(00)00361-4
http://dx.doi.org/10.1016/j.pmrj.2012.01.007
http://www.ncbi.nlm.nih.gov/pubmed/22632687
http://dx.doi.org/10.1136/bmj.332.7542.639
http://dx.doi.org/10.1136/annrheumdis-2013-204763
http://dx.doi.org/10.1016/j.rehab.2016.01.006
http://dx.doi.org/10.1093/bmb/lds038
http://dx.doi.org/10.1136/annrheumdis-2012-202745
http://dx.doi.org/10.1016/j.joca.2014.01.003
http://dx.doi.org/10.1002/acr.21596

J. Clin. Med. 2020, 9, 4113 12 0f13

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Loew, L.; Brosseau, L.; Wells, G.A.; Tugwell, P; Kenny, G.P; Reid, R.; Maetzel, A.; Huijbregts, M.;
McCullough, C.; De Angelis, G.; et al. Ottawa panel evidence-based clinical practice guidelines for
aerobic walking programs in the management of osteoarthritis. Arch. Phys. Med. Rehabil. 2012, 93, 1269-1285.
[CrossRef] [PubMed]

Juhl, C.; Christensen, R.; Roos, E.M.; Zhang, W.; Lund, H. Impact of exercise type and dose on pain and
disability in knee osteoarthritis: A systematic review and meta-regression analysis of randomized controlled
trials. Arthritis Rheumatol. 2014, 66, 622—636. [CrossRef] [PubMed]

Bartels, E.M.; Juhl, C.B.; Christensen, R.; Hagen, K.B.; Danneskiold-Samsee, B.; Dagfinrud, H.; Lund, H.
Aquatic exercise for the treatment of knee and hip osteoarthritis. Cochrane Database Syst. Rev. 2016, 2016.
[CrossRef] [PubMed]

Tanaka, R.; Ozawa, J.; Kito, N.; Moriyama, H. Efficacy of strengthening or aerobic exercise on pain relief
in people with knee osteoarthritis: A systematic review and meta-analysis of randomized controlled trials.
Clin. Rehabil. 2013, 27, 1059-1071. [CrossRef] [PubMed]

Fransen, M.; Mcconnell, S.; Harmer, A.R.; Van der Esch, M.; Simic, M.; Bennell, K.L. Exercise for osteoarthritis
of the knee. Cochrane Database Syst. Rev. 2015, 2015. [CrossRef] [PubMed]

Bennell, K.L.; Dobson, F; Hinman, R.S. Exercise in osteoarthritis: Moving from prescription to adherence.
Best Pract. Res. Clin. Rheumatol. 2014, 28,93-117. [CrossRef] [PubMed]

Pisters, ML.E,; Veenhof, C.; Schellevis, EG.; Twisk, ]. W.R.; Dekker, ]J.; de Bakker, D.H. Exercise adherence
improving long-term patient outcome in patients with osteoarthritis of the hip and/or knee. Arthritis Care
Res. 2010, 62, 1087-1094. [CrossRef]

Marks, R.; Allegrante, J.P. Chronic osteoarthritis and adherence to exercise: A review of the literature. J. Aging
Phys. Act. 2005, 13, 434-460. [CrossRef]

Moher, D.; Hopewell, S.; Schulz, K.F.; Montori, V.; Getzsche, P.C.; Devereaux, PJ.; Elbourne, D.; Egger, M.;
Altman, D.G. CONSORT 2010 explanation and elaboration: Updated guidelines for reporting parallel group
randomised trials. BM]J 2010, 340, c869. [CrossRef]

Altman, R.; Asch, E.; Bloch, D.; Bole, G.; Borenstein, D.; Brandt, K.; Christy, W.; Cooke, T.D.; Greenwald, R.;
Hochberg, M.; et al. Development of criteria for the classification and reporting of osteoarthritis: Classification
of osteoarthritis of the knee. Diagnostic and Therapeutic Criteria Committee of the American Rheumatism
Association. Arthritis Rheum. 1986, 29, 1039-1049. [CrossRef]

Tubach, F; Ravaud, P; Baron, G.; Falissard, B.; Logeart, I.; Bellamy, N.; Bombardier, C.; Felson, D.;
Hochberg, M.; Van Der Heijde, D.; et al. Evaluation of clinically relevant changes in patient reported
outcomes in knee and hip osteoarthritis: The minimal clinically important improvement. Ann. Rheum. Dis.
2005, 64, 29-33. [CrossRef] [PubMed]

Jensen, M.P.; Turner, ]J.A.; Romano, J.M.; Fisher, L.D. Comparative reliability and validity of chronic pain
intensity measures. Pain 1999, 83, 157-162. [CrossRef]

Escobar, A.; Quintana, ].M.; Bilbao, A.; Azkarte, J.; Giienaga, L.I. Validation of the Spanish version of the
WOMAC questionaire for patients with hip or knee osteoarthritis. Clin. Rheumatol. 2002, 21, 466-471.
[CrossRef] [PubMed]

Vilagut, G.; Valderas, ] M.; Ferrer, M.; Garin, O.; Lopez-Garcia, E.; Alonso, J. Interpretacion de los cuestionarios
de salud SF-36 y SF-12 en Esparfia: Componentes fisico y mental. Med. Clin. 2008, 130, 726-735. [CrossRef]
Ware, J.E.; Kosinski, M.; Keller, S.D. A 12-item short-form health survey: Construction of scales and
preliminary tests of reliability and validity. Med. Care 1996, 34, 220-233. [CrossRef]

Loépez-Garcia, E.; Banegas, ].R.; Pérez-Regadera, A.G.; Gutiérrez-Fisac, ].L.; Alonso, J.; Rodriguez-Artalejo, F.
Valores de referencia de la version espafiola del Cuestionario de Salud SF-36 en poblacién adulta de mas de
60 afios. Med. Clin. 2003, 120, 568-573. [CrossRef]

Vilagut, G.; Ferrer, M.; Rajmil, M. El cuestionario de salud SF-36 esparfiol: Una década de experiencia y
nuevos desarrollo. Gac. Sanit. 2005, 19, 135. [CrossRef]

Naugle, K.M.; Fillingim, R.B.; Riley, ].L. A meta-analytic review of the hypoalgesic effects of exercise. J. Pain
2012, 13, 1139-1150. [CrossRef]

Anwer, S.; Alghadir, A. Effect of isometric quadriceps exercise on muscle strength, pain, and function in
patients with knee osteoarthritis: A randomized controlled study. J. Phys. Ther. Sci. 2014, 26, 745-748.
[CrossRef]


http://dx.doi.org/10.1016/j.apmr.2012.01.024
http://www.ncbi.nlm.nih.gov/pubmed/22421624
http://dx.doi.org/10.1002/art.38290
http://www.ncbi.nlm.nih.gov/pubmed/24574223
http://dx.doi.org/10.1002/14651858.CD005523.pub3
http://www.ncbi.nlm.nih.gov/pubmed/27007113
http://dx.doi.org/10.1177/0269215513488898
http://www.ncbi.nlm.nih.gov/pubmed/23828186
http://dx.doi.org/10.1002/14651858.CD004376.pub3
http://www.ncbi.nlm.nih.gov/pubmed/25569281
http://dx.doi.org/10.1016/j.berh.2014.01.009
http://www.ncbi.nlm.nih.gov/pubmed/24792947
http://dx.doi.org/10.1002/acr.20182
http://dx.doi.org/10.1123/japa.13.4.434
http://dx.doi.org/10.1136/bmj.c869
http://dx.doi.org/10.1002/art.1780290816
http://dx.doi.org/10.1136/ard.2004.022905
http://www.ncbi.nlm.nih.gov/pubmed/15208174
http://dx.doi.org/10.1016/S0304-3959(99)00101-3
http://dx.doi.org/10.1007/s100670200117
http://www.ncbi.nlm.nih.gov/pubmed/12447629
http://dx.doi.org/10.1157/13121076
http://dx.doi.org/10.1097/00005650-199603000-00003
http://dx.doi.org/10.1016/S0025-7753(03)73775-0
http://dx.doi.org/10.1157/13074369
http://dx.doi.org/10.1016/j.jpain.2012.09.006
http://dx.doi.org/10.1589/jpts.26.745

J. Clin. Med. 2020, 9, 4113 13 0f 13

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Felson, D.T.; Lawrence, R.C.; Dieppe, P.A.; Hirsch, R.; Helmick, C.G.; Jordan, ].M.; Kington, R.S.; Lane, N.E.;
Nevitt, M.C.; Zhang, Y,; et al. Osteoarthritis: New Insights—Part 1: The Disease And Its Risk Factors. In
Proceedings of the NIH Conferences, Annals of Internal Medicine, Bethesda, MD, USA, 7 November 2000;
American College of Physicians: Philadelphia, PA, USA, 2000; Volume 133, pp. 635-646.

Wideman, T.H.; Finan, PH.; Edwards, R.R.; Quartana, PJ.; Buenaver, L.E; Haythornthwaite, J.A.; Smith, M.T.
Increased sensitivity to physical activity among individuals with knee osteoarthritis: Relation to pain
outcomes, psychological factors, and responses to quantitative sensory testing. Pain 2014, 155, 703-711.
[CrossRef]

Beckwée, D.; Vaes, P.; Raeymaeckers, S.; Shahabpour, M.; Scheerlinck, T.; Bautmans, I. Exercise in knee
osteoarthritis: Do treatment outcomes relate to bone marrow lesions? A randomized trial. Disabil. Rehabil.
2017, 39, 1847-1855. [CrossRef] [PubMed]

Beckwée, D.; Vaes, P.; Cnudde, M.; Swinnen, E.; Bautmans, I. Osteoarthritis of the knee: Why does exercise
work? A qualitative study of the literature. Ageing Res. Rev. 2013, 12, 226-236. [CrossRef] [PubMed]
Runbhaar, J.; Luijsterburg, P.; Dekker, J.; Bierma-Zeinstra, S.M.A. Identifying potential working mechanisms
behind the positive effects of exercise therapy on pain and function in osteoarthritis; a systematic review.
Osteoarthr. Cartil. 2015, 23, 1071-1082. [CrossRef] [PubMed]

Kittelson, A.].; George, S.Z.; Maluf, K.S.; Stevens-Lapsley, J.E. Future Directions in Painful Knee Osteoarthritis:
Harnessing Complexity in a Heterogeneous Population. Phys. Ther. 2014, 94, 422-432. [CrossRef]

Lund, H.; Weile, U.; Christensen, R.; Rostock, B.; Downey, A.; Bartels, E.M.; Danneskiold-Samsee, B.;
Bliddal, H. A randomized controlled trial of aquatic and land-based exercise in patients with knee
osteoarthritis. J. Rehabil. Med. 2008, 40, 137-144. [CrossRef]

Van Gool, C.H.; Penninx, B.W.J.H.; Kempen, G.I.].M.; Rejeski, W.J.; Miller, G.D.; Van Eijk, ]. T.M.; Pahor, M.;
Messier, S.P. Effects of exercise adherence on physical function among overweight older adults with knee
osteoarthritis. Arthritis Care Res. 2005, 53, 24-32. [CrossRef]

Nuriez, M.; Nufiez, E; Segur, ].M.; Maculé, E; Sanchez, A.; Hernandez, M.V,; Vilalta, C. Health-related quality
of life and costs in patients with osteoarthritis on waiting list for total knee replacement. Osteoarthr. Cartil.
2007, 15, 258-265. [CrossRef]

Hughes, S.; Seymour, R.; Campbell, R.; Pollak, N.; Huber, G.; Sharma, L. Impact of the fit and strong
intervention on older adults with osteoarthritis. Gereontologist 2004, 44, 217. [CrossRef]

Holden, M.A.; Haywood, K.L.; Potia, T.A.; Gee, M.; McLean, S. Recommendations for exercise adherence
measures in musculoskeletal settings: A systematic review and consensus meeting (protocol). Syst. Rev.
2014, 3. [CrossRef]

Evcik, D.; Sonel, B. Effectiveness of a home-based exercise therapy and walking program on osteoarthritis of
the knee. Rheumatol. Int. 2002, 22, 103-106. [CrossRef]

Publisher’s Note: MDPI stays neutral with regard to jurisdictional claims in published maps and institutional
affiliations.

@ © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1016/j.pain.2013.12.028
http://dx.doi.org/10.1080/09638288.2016.1212110
http://www.ncbi.nlm.nih.gov/pubmed/27540824
http://dx.doi.org/10.1016/j.arr.2012.09.005
http://www.ncbi.nlm.nih.gov/pubmed/23026409
http://dx.doi.org/10.1016/j.joca.2014.12.027
http://www.ncbi.nlm.nih.gov/pubmed/25865391
http://dx.doi.org/10.2522/ptj.20130256
http://dx.doi.org/10.2340/16501977-0134
http://dx.doi.org/10.1002/art.20902
http://dx.doi.org/10.1016/j.joca.2006.07.011
http://dx.doi.org/10.1093/geront/44.2.217
http://dx.doi.org/10.1186/2046-4053-3-10
http://dx.doi.org/10.1007/s00296-002-0198-7
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Methods 
	Study Design 
	Participants 
	Sample Size 
	Procedure 
	Outcome Measurements 
	Self-Reported Knee Pain 
	Knee Pain and Disability 
	Quality of Life 

	Interventions 
	Experimental Treatment 
	Control Treatment 

	Statistical Analysis 

	Results 
	Primary Outcomes: Self-Reported Knee Pain 
	Secondary Outcome: Exercise Adherence 
	Secondary Outcome: Knee Pain and Disability 
	Secondary Outcome: Quality of Life 

	Discussion 
	Self-Reported Knee Pain 
	Knee Pain and Disability 
	Quality of Life 
	Adherence to Treatment 
	Limitations 

	Conclusions 
	References

