The Effectiveness of a Lateral Wedge Insole on Knee
Pain, Physical Activity and Joint Loading in

Individuals with Medial Knee Osteoarthritis

Yasser M. Althebaity

PhD thesis 2017



The Effectiveness of a Lateral Wedge Insole on Knee
Pain, Physical Activity and Joint Loading in

Individuals with Medial Knee Osteoarthritis

Yasser M. Althebaity

School of Health Sciences

College of Health and Social Care
University of Salford, Salford, UK

Submitted in Partial Fulfilment of the Requirements of
the Degree of Doctor of Philosophy, 2017



List of contents

LSt OF IQUIES. . et
LISt OF tabIES. ..o
List of abbreviations. ...
ACKNOWIBAGEMENT ...
ADSEFACT. . ...

I OAUCTION. ..o e

CHAPTER TWO

Literature Review
Definition of 0Ste0arthritis ...........oouiuiiiitii e
KNEe 0StE0ArtNIILIS. ...\ttt e
Incidence and prevalence 0f KNnee OA...... ...
Economic costs of knee 0steoarthritis ............ooeveeeiiniiiiniiiieeieeeeae,
Diagnosis of knee 0ste0arthritis. ... .....ovvueriiitii e,

RISK FACTOTS. ..ttt e
2.6.1 Systemic factors. ... ....ovuiiii i

2.6.2 Local Biomechanical factors. .....o.ueeeeeeee e

Balance in individuals with knee osteoarthritis. .........oveeeeeeeeeeee e,
2.7.1 N5 1] SO

2.7.2 Star Excursion Balance Test. . ..oooeeeeeeeeeee e

Normal gait characteristicsand knee OA ...

Biomechanics of medial knee 0Steoarthritis. .........oooeeeen e,

29.1 Temporal-spatial variables (timing and distance) in medial knee OA......

29.2 Kinematic and kinetic parameters in medial knee OA.......................



29.21
29.2.2
29.2.3

2.10 Physical activity....

External knee adduction moment.....................coeeunn.
Knee adduction angular impulse......................oooee.

Cumulative knee loading (CKL)............coovvviiiiiiinnnen..

2.11  Level of physical activity inknee OA ...........ooiiiiiii e

2.12  Importance of physi

cal activity inknee OA ......ooviiiiiii i

2.13  Measurement of physical activity inknee OA..............cooiiiiiiiiiiiiinieen

2.14  ActivPAL3 monitor

2.15 Management of medial Knee OA.... ... ..o
2151 Surgical management of medial knee OA.........ccccoiiiiiiiiiiiiiiiinn,

2.15.2 Pharmacological treatment of medial knee OA...............cooiiiiiiininn,
2.15.3. Conservative management approaches...............o.eveiiiirinnieenininnnnn,
2.153.1 EXOICISC. . vttt

2.15.3.2 Conservative orthotic management............................e.
2.15.3.3 Lateral Wedge Insole...........ccooviiiiiiiiiiiiiine,
2.153.3.1 Biomechanical effects...........................

2.15.3.3.2 Clinical effects..........cccevviiiiiiiin.n.

216 Gap N TEEIATUIC. . ..o e ettt e e e et
2.16.1 Objectives of the PhD........oooi i

2.16.2 Aims and hypotheses..........oooiiiiiiii e

CHAPTER THREE

Test-retest reliability of gait, and dynamic balance data

3.1 INtrOdUCHION .eoente e
3.2 IS ettt
3.3 Background..........oooiiiii e
331 Gait ANALYSIS. ..ottt e
3.3.2 Balance. ... ..o

3.3.2.1 StEP St (ST) i

23
28
30

32

33

35

37

41

46

46

47

64

65

65
65

67

67



3.4

3.5

3.6

MEthod. . .o
34.1 SAMPIE SIZ. ...ttt
34.2 INCIUSION CIILETIA. ...\ttt ettt ettt e s
343 EXCIUSION CIIteITA. ... eeeee et
344 Balance assessment procedure...............ooeiiiiiiiiiiii i
3441 Star excursion balance test procedure................cc.......
34.4.2 Step test procedure.........oovvviiiiiiiiii i
345 Gait analysis ProCcedure. .........o.ovuiiniiiiii i
3451 Equipment.........ccooiiiiiiiiii i
3.45.2 System calibration..............ccoeviiiiiiiiiiiiiieeeennn,
3453 Location of reflective markers.................covvvivinenn..
3454 Biomechanical model................c.oooii
3455 Collection of kinematics and kinetics data ....................
3.4.5.6 Gait data collection procedure................coceveviiiininn.n
3.4.56.1 Participants preparation.........................
3.4.5.6.2 Test procedure...........ocovvieviiiiinniininnnnn.
3.4.5.7 Data processINg. ... .o.vveiiiiiiiie e
3.4.6 Statistical aNalySiS........vveiitiit i
RESUILS. .o
351 PartiCIPANS. .. ettt
3.5.2 Test-retest reliability of gait kinematic and kinetics............................
3.5.3 Test-retest reliability of dynamic balance test................cooooviiiiinn...
3.5.3.1 Star Excursion balance test..............cooeviiuiiiniiininnin,
3.5.3.2 NI (5] o] PSPPI
DISCUSSION. . . ettt ettt e e e e et et
3.6.1 Gait Data. ...
3.6.2 Dynamic Balance. ...,

68

69

69

69

69

70

70

72

73

73

74

75

76

76

77

77
80
81

83

84

84

84

89
89
90

91

91

92



3.7

4.1

4.2

4.3

4.4

4.5

4.6

Conclusion

CHAPTER FOUR

The effectiveness of a lateral Wedge insole on osteoarthritis Pain, activity level

Introduction

Objectives of the study

and joint Loading (WPAL study)

AIMS and Hypotheses. .......uiuiii i e
MEthOd. ...
44.1 Research Environment............o.oouiiiiiiiiiiiiii e
4.4.2 PartiCIPants. . .....oviti i
443 INCIUSION CIItETIA. ...ttt e,
444 EXCIUSION CIIteITA. ... uetee e
4.4.5 SAMPIE SIZC. ...ttt e
4.4.6 ReCruitment. ... ..o e
Study design and procedures. ... .. .....o.ovuiitiitiiii i
OULCOME MEASUIES .. .. e eeeneeeet et etee et et ettt et et e ettt et e et et e e e et een e e eeaenens
46.1 Primary outCome measure. .........ooueiueiitintiiiii i,
46.11 External knee adduction moment (EKAM)....................
4.6.1.2 Level of physical activity............c.ovviiiiiiiiiiiin.
4.6.1.3 Painevel......o.oiiii e
4.6.2 Secondary outCoOmMe MEASUIES. .........euuiutitireintitie ittt eeeeeeeaaennn
46.2.1 Dynamic balance using Star Excursion Balance Test.......
4.6.2.2 Knee injury and Osteoarthritis Outcome Score (KOOS)
Other IteMS. .....oueitii
4.6.2.3 Physical Activity Score for the Elderly (PASE)..............
4.6.2.4 Aggregated Locomotor Function (ALF) score.................

Vi

95

98

98

99

99

99

99

100

101

101

103

109

109

109

109

110

110

110

111

111



4.7

4.8

4.9

4.10

4.6.2.5 12-item Short-Form Health Survey (SF-12)...................

4.6.2.6 Intermittent and Constant Osteoarthritis Pain (ICOAP)......
4.6.2.7 Cumulative knee loading................cooiiiiiiiiiiinnn.n.
7210010 1) 15
Randomisation, concealment and blinding...................coooiiiiiiiiii i
Data analySiS. ... .ueeii it
RESUIES. . .t
4.10.1 PartiCIPants ........c.oouiieiii i
4.10.2 Comparison between wedged insole group and neutral insole group at
baseline for primary outCOmMe MeasUres ...........c.coveuieriirineinianenann.n.
4.10.3 Comparison of the groups at one week ............cooeviiiiiiiiiiiiiiienn..
410.3.1 Knee moment in frontal plane for the two groups ............
4.10.3.2 Knee adduction angular impulse for the two groups .........
4.10.3.3 Knee moment in sagittal plane for the two groups............
4.10.34 Vertical ground reaction force for the two groups.............
4.10.4 Comparison of the groups at SIX WeekS ..........ccooveiiiiniiiiiiiininnnnn.
4104.1 Knee moment in frontal plane for the two groups ............
4.10.4.2 Knee adduction angular impulse for the two groups .........
4.10.4.3 Knee moment in sagittal plane for the two groups.............
4.10.4.4 Vertical ground reaction force for the two groups.............
4.10.5 Volume of level of physical activity ............oooiiiiiiiiiiii
4.105.1 NUMDEr Of StePs .. ..veeieieie
4.10.5.2 Sedentary time .........ooviieiiiiiiiii i
4.10.5.3 Up-right time ........ccooii e,
4.105.4 Stepping tiMe ......oovvviiiiiie e
4.10.5.5 Standing time ..........ooiiiiiiii i
4.10.6 WalKing pattern .......oouiii e

Vii

113

114

114

116

116

117

118

118

120

121

123

125

125

127

128

130

131

131

134

137

140

143

147



411

4.10.7

4.10.8

4.10.9

4.10.10

410.11

4.10.12

Discussion

4111

411.2

4113

4114

4115

411.6

4.11.7

411.8

410.6.1 Lengthofwalking ..o,

4.10.6.2 CadeNCe ...t e
Knee injury and Osteoarthritis Outcome Score (KOOS) results .............

Kinematics results over one week for the two groups .........................

4.10.8.1 Temporal and spatial data for the two groups ...............
4.10.8.2 Hip angle in sagittal plane for the two groups ................
4.10.8.3 Knee angle in sagittal plane for the two groups ..............
4.10.8.4 Knee angle in frontal plane for the two groups ..............

4.10.8.5 Ankle angle in sagittal plane for the two groups.............

Kinematics results over six weeks for the two groups ........................

4.10.9.1 Temporal and spatial data for the two groups ................
4.10.9.2 Hip angle in sagittal plane for the two groups ................
4.10.9.3 Knee angle in sagittal plane for the two groups...............
4.10.9.4 Knee angle in frontal plane for the two groups...............

4.10.9.5 Ankle angle in sagittal plane for the two groups.............
Questionnaire and function tasks results ..............cocoooiiiiiiiiiiiine.
Dynamic balance results ...
Cumulative knee loading (CKL) .......cooiviiiiiiiie e

The characteristics of the participants at baseline compared to the current
IEEratUre .o e

Summary of the results ...
The comparison of the two insoles onthe EKAM ...l
The effect of the lateral wedged insole on the level of the activity ........

The effect of the lateral wedged insole on pain and function ...............

The effect of the lateral wedged insole on the cumulative knee loading...

The effect of lateral wedged insole on the dynamic balance ................

QoL and the EKAM ...t

149

151

152

152

153

154

156

157

159

159

160

161

163

164

166

168

169

170

170

172

174

177

180

184

186

187



412

4.13

5.1
5.2

5.3

4.11.9 Kinematics and KinetiCs ............ooeiiiiiiii e
Limitation of the StUAY....... ..o

CONCIUSION <. e e

CHAPTER FIVE

General conclusion and future studies

General CONCIUSION. ... ..ttt et e e e e et e e e
NOVelty OF the theSiS ..o e
FULUIE STUAIES ..ottt ettt et et e et eeeans
REFERENCES
APPENDIXES
Appendix 1 Ethical approval of study one
Appendix 2 Ethical approval of study two
Appendix 3 Instructions and diary log
Appendix 4 Reminder and extra instructions
Appendix 5 Pilot testing of the protocol

192
194

195

197

239
240
241
246
247



Chapter 2

Figure 2-1:

Figure 2-2:

Figure 2-3:

Figure 2-4

Figure 2-5:

Figure 2-6:

Figure 2-7:

Figure 2-8:
Figure 2-9:
Figure 2-10:

Figure 2-11:

Figure 2-12:

Chapter 3

Figure 3-1:
Figure 3-2:

Figure 3-3:

Figure 3-4:

List of figures

(A) Normal Rt) knee, (A) Changes in the Rt) knee result in osteoarthritis
(kneesurgeon.com.au)

The Kellgren and Lawrence to measure severity of the disease (Radiographic
Knee OA); E = KL grade 1, F = KL grade 2, G = KL grade 3, H= KL grade 4.

Risk factors of knee osteoarthritis (Felson et al., 2000)
Phases of the normal gait cycles, right limb is reference
Blue arrow indicates to the Ground Reaction Force during gait

Ground reaction force in (a) healthy (b) medial knee OA (Reeves & Bowling,
2011)

(A) Distance between GRF and knee joint centre in knee OA during gait. (B)
Distance between GRF and knee joint centre in knee OA during gait with
toe-out. (C) Distance between GRF and knee joint centre in knee OA during
gait with leaning the trunk. (Hunt et al., 2008)

1st and 2nd peaks and knee adduction angular impulse (KAAI)

Part of the PASE that asking about the swimming activity

Location of the ActivPAL3 monitors, on the participants’ thigh

Valgus knee brace with three-point forces. Force (1) represents medial
directed force applied by force strap, forces (2) & (3) represent lateral force

applied on thigh and led (Pollo et al., 2002)

(A) Typical LWI (posterior view), (B) Effect of LWI on GRF line & moment
arm (anterior view)

Shank cluster with straps for fastening
Modified Helen Hayes marker set (Kadaba et al., 1990).

Eight reaching directions (A) Right- leg stance (B) Left- leg stance (Gribble
& Hertel, 2003)

(a) Original SEBT (b) Modified SEBT

11

12

18

19

23

26

28

38

41

50

o1

66

66

68

71



Figure 3-5:

Figure 3-6:

Figure 3-7:

Figure 3-8:

Figure 3-9:

Figure 3-10:

Figure 3-11:

Figure 3-12:
Figure 3-13:

Figure 3-14:

Chapter 4
Figure 4-1:
Figure 4-2:
Figure 4-3:
Figure 4-4:

Figure 4-5:

Figure 4-6:

Figure 4-7:

Figure 4-8:

Figure 4-9:

Star excursion balance test for left limb (a) anterior direction, (b) medial
direction

Step test, participant stood on the affected leg (Right)

The gait laboratory with 16 infra-red cameras (Qualisys Oqus motion

analysis system) and four force platforms.

L-shaped metal frame with four markers
T-shaped wand with two markers

Standard insole (Ecco Zen)

Retro-reflective markers, cluster pads, bandages, and hypoallergenic double

sided adhesive tape.
Anatomical and technical markers (anterior and posterior views)
Anatomical markers location measurement for between-day test.

(a) Qualysis Track Manager, (b) Visual 3D Model

ActivPALS3 (initial data); Yellow=sitting, Green=standing, Red=stepping
Recruitment chart flow

Block diagram of study protocol

(a) Neutral insole, (b) 5° Lateral wedged insoles

The external knee adduction moment (EKAM) in frontal plane for (a)
intervention group (lateral wedged insoles) and (b) comparator group

(neutral insoles) at different time points.

The knee moment in sagittal plane for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points.

The vertical ground reaction force for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points.

The external knee adduction moment (EKAM) in frontal plane for (a)
intervention group (lateral wedged insoles) and (b) comparator group
(neutral insoles) at different time points.

The knee moment in sagittal plane for (a) intervention group (lateral wedged
insoles) and (a) comparator group (neutral insoles) at different time points.

Xi

72

73

73

74

75

77

78

79

80

81

97

102

104

113

120

122

124

127

129



Figure 4-10:

Figure 4-11:

Figure 4-12:

Figure 4-13:

Figure 4-14:

Figure 4-15:

Figure 4-16:

Figure 4-17:

Figure 4-18:

Figure 4-19:

Figure 4-20:

Figure 4-21:

Figure 4-22:

Figure 4-23:

Figure 4-24:

Figure 4-25:

Figure 4-26:

Figure 4-27

The vertical ground reaction force for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points.

The mean of number of steps for all participants for baseline, week1, and
week6 in LWI group.

The mean of number of steps for all participants for baseline, weekl, and
week6 in comparator group.

The mean of sedentary time for all participants for baseline, week1, and
week6 in LWI group.

The mean of sedentary time for all participants for baseline, week1, and
week6 in comparator group.

The mean of up-right time for all participants for baseline, week1, and
week6 in LWI group.

The mean of upright time for all participants for baseline, week1, and week6
in comparator group.

The mean of stepping time for all participants for baseline, week1, and
week6 in LWI group.

The mean of stepping time for all participants for baseline, week1, and
week6 in neutral insole group.

The mean of standing time for all participants for baseline, week1, and
week6 in LWI group.

The mean of standing time for all participants for baseline, week1, and
week6 in neutral insole group.

Mean minutes per day of length of walking across different walking bands
for baseline, week1 and week6 for lateral wedged insole group.

Mean minutes per day of length of walking across different walking bands
for baseline, week1 and week6 for neutral insole group.

Mean minutes per day across cadence bands for baseline, week 1 and week 6
for lateral wedge insole group.

Mean minutes per day across cadence bands for baseline, week 1 and week 6
for neutral insole group.

The hip angle in sagittal plane for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points

The knee angle in sagittal plane for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points

The knee angle in frontal plane for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points

xii

130

133

134

136

137

139

140

142

143

145

146

148

148

150

150

153

155

157



Figure 4-28

Figure 4-29

Figure 4-30

Figure 4-31

Figure 4-32

Figure 4-33

The ankle angle in sagittal plane for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points

The hip angle in sagittal plane for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points

The knee angle in sagittal plane for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points

The knee angle in frontal plane for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points

The ankle angle in sagittal plane for (a) intervention group (lateral wedged
insoles) and (b) comparator group (neutral insoles) at different time points

Cumulative knee loading for two groups at different time points

Xiii

158

161

162

164

165

169



Chapter 2

Table 2-1

Table 2-2

Table 2-3:

Chapter 3
Table 3-1:
Table 3-2:

Table 3-3:

Table 3-4:

Table 3-5:

Table 3-6:

Table 3-7:
Table 3-8:

Table 3-9:

Chapter 4
Table 4-1
Table 4-2:

Table 4-3:

Table 4-4:

List of tables

Asymptomatic and OA discriminant analysis summary (Astephen et al.,
2008a).

Classification of Physical Activity

Difference in pain, function, and number of daily steps within and between
groups from baseline to 12 months follow-up (Bennell et al., 2011).

Segments, proximal & distal joint, and tracking markers
Demographics of the participants

Mean, SD of the coefficient of multiple correlation (CMC) of joint range of
motion (ROM) for all participants in shod condition.

Mean, SD of the coefficient of multiple correlation (CMC) of moments and
ground reaction force for all participants in shod condition.

Mean, standard deviation (SD), Standard error of measurement (SEM),
Minimal detectable difference (MDD), and Intraclass correlation coefficient
(ICC) of kinetic parameters for hip, knee, and ankle in all individuals.

Mean, standard deviation (SD), Standard error of measurement (SEM),
Minimal detectable difference (MDD), and Intraclass correlation coefficient
(ICC) of kinematic parameters for hip, knee, and ankle in all individuals

Raw balance excursion of SEBT

Normalised (% lower limb length) balance excursion of SEBT results

Step test results (number of stepping in 15 second)

Five tasks that performed to test the correct function of each activPAL3
Baseline demographic data of both groups.

Insoles users comfort and adherence of the participants to wearing insoles and
monitor, the mean (£SD) of daily insoles/monitor use.

Mean (SD) of outcomes at baseline for the groups and p-value (between both
groups at baseline).

Xiv

21

33

59

82

84

88

89

90

90

105

116

117

117



Table 4-5:

Table 4-6:

Table 4-7:

Table 4-8:

Table 4-9:

Table 4-10:

Table 4-11:

Table 4-12:

Table 4-13:

Table 4-14:

Table 4-15:

Table 4-16:

Table 4-17:

Table 4-18:

Table 4-19:

Table 4-20:

Table 4-21:

Table 4-22:

Table 4-23:

Table 4-24:

Table 4-25:

Table 4-26:

Table 4-27:

Mean (SD) EKAM (1% peak and 2" peak) during walking for two groups after
wearing insoles for one week.

Mean (SD) KAAI during walking for two groups after wearing insoles for one
week.

Mean (SD) knee moment in sagittal plane during walking for the two groups
after wearing insoles for one week.

Mean (SD) vertical ground reaction force for two group after wearing insoles
for one week.

Mean (SD) EKAM (1% peak and 2" peak) during walking for two groups after
wearing insoles for six weeks.

Mean (SD) KAAI during walking for two groups after wearing insoles for six
weeks.

Mean (SD) knee moment in sagittal plane during walking for two groups after
wearing insoles for six weeks.

Mean (SD) vertical ground reaction force for two groups after wearing insoles
for six weeks.

Mean (SD), p-value and mean difference of the number of steps for groups.
The mean of the number of steps (steps/day) for individuals.

The differences in the number of steps for all participants for both groups
Mean (SD), and mean differences of the sedentary for groups.

The mean of the sedentary time (min/day) for individuals.

The differences in the sedentary time for all participants for both groups
Mean (SD), and mean differences of the upright for groups.

The mean of the upright time (min/day) for individuals.

The differences in the upright time for all participants for both groups
Mean (SD), mean differences and p-value of the stepping time for groups.
The mean of the stepping time (min/day) for individuals.

The differences in the stepping time for all participants for both groups
Mean (SD), and mean differences of the standing time for groups.

The mean of the standing time (min/day) for individuals.

The differences in the standing time for all participants for both groups

Xv

119

121

122

123

126

128

129

130

132

132

133

135

135

136

138

138

139

141

141

142

144

144

145



Table 4-28:

Table 4-29:

Table 4-30:

Table 4-31:

Table 4-32:

Table 4-33:

Table 4-34:

Table 4-35:

Table 4-36:

Table 4-37:

Table 4-38:

Table 4-39:

Table 4-40:

Table 4-41:

Table 4-42:

Table 4-43:

Length of walking (mean minutes per day) across different walking bands (in
minute) for baseline, week1 and week6 for lateral wedged insole group and
neutral insole group.

Mean minutes per day across cadence bands (steps/day) for baseline, week 1
and week 6 for both lateral insole and neutral insole groups.

Mean, standard deviation (SD), mean differences and p-value of the knee pain
(KOOS) for both groups.

Mean (SD) temporal and spatial variables for two groups after wearing insoles
for one week.

Mean (SD) hip angle in sagittal plane during walking for two groups after
wearing insoles for one week

Mean (SD) knee angle in sagittal plane during walking for two groups after
wearing insoles for one week

Mean (SD) knee angle in frontal plane during walking for two groups after
wearing insoles for one week

Mean (SD) ankle angle in sagittal plane during walking for two groups after
wearing insoles for one week

Mean (SD) temporal and spatial variables for two groups after wearing insoles
for six weeks

Mean (SD) hip angle in sagittal plane during walking for two groups after
wearing insoles for six weeks

Mean (SD) knee angle in sagittal plane during walking for two groups after
wearing insoles for six weeks

Mean (SD) knee angle in frontal plane during walking for two groups after
wearing insoles for six weeks

Mean (SD) ankle angle in sagittal plane during walking for two groups after
wearing insoles for six weeks

Mean (SD) and mean differences in questionnaires/function changes within
and between groups after wearing insoles for six weeks

Mean (SD) and mean differences in dynamic balance changes within and
between groups after wearing insoles for six weeks

Mean (SD), percentage of changes and p-value in CKL during walking for two
groups after wearing insoles for one and six weeks

XVi

147

149

151

152

153

154

156

158

159

160

162

163

165

167

168

169



List of abbreviations

A Anterior

AAQOS American Academy of Orthopaedic Surgeons
ACR American Collage Rheumatology Criteria
ADL Activity of Daily Living

ALF Aggregated Locomotor Function score

AL Anterior-Lateral

AM Anterior-Medial

ANOVA Analysis Of Variance

ASIS Anterior Superior lliac Spine

BMI Body Mass Index

CAST Calibrated Anatomical System Technique
CKL Cumulative Knee Loading

CMC Coefficient of Multiple Correlation

COM Centre Of Mass

COP Centre Of Pressure

DOF Degree of Freedom

3D 3-Dimensional

EULAR European League Against Rheumatism
EKAM External Knee Adduction Moment

HRQoL Health-Related Quality of Life

GRF Ground Reaction Force

HOT High Tibial Osteotomy

HAP Human Activity Profile

ICC Intra-class Correlation Coefficient

ICOP Intermittent and Constant Osteoarthritis Pain
IDEEA Intelligent Device for Energy Expenditure and Physical Activity
KAAI Knee Adduction Angular Impulse

K/L Kellgren and Lawrence

KOOS Knee Injury and Osteoarthritis Outcome Score

L Lateral

XVii



LWI Lateral Wedged Insole

M Medial

MCS Mental Component Scale

MMD Minimal Detectable Difference

MRI Magnetic Resonance Imaging

N Neutral

NHS National Health Services

NICE National Institute of Health and Clinical Excellence
NSAID Non-Steroidal Anti-Inflammatory Drugs
OA Osteoarthritis

P Posterior

PA Physical Activity

PASE Physical Activity Score for the Elderly
PCS Physical Component Scale

PIS Participant Information Sheet

PL Posterior-Lateral

PM Posterior-Medial

POSE Position and Orientation of the body segments
PSIS Posterior superior Iliac Spine

QoL Quality of Life

QT™M Qualisys Track Manager

RCT Randomised Controlled Trials

REP Research Ethics Panel

ROM Range of Motion

SD Standard Deviation

SEBT Star Excursion Balance Test

SEM Standard Error of Measurement

SF-12 12-1tems Short-Form Health Survey
SPSS Statistical Package for the Social Sciences
ST Step Test

TKR Total Knee Replacement

UKR Uni-compartmental Knee Replacement
VAS Visual Analogue

XViii



VM Vastus Medialis

V3D Visual 3-Dimensional
WHO World Health Organization
WOMAC Western Ontario and McMaster Universities Arthritis Index

XiX



Acknowledgement

The completion of my Ph.D. has been a long journey. At the end of this thesis, | thank God for giving
me all the help, strength and determination to complete my thesis.

I am extremely grateful to my supervisor Professor Richard Jones, for all help, guidance and support. |
learnt a lot from him and | feel very proud to have carried out my Ph.D. under his supervision. | would
not have gone through this journey without his support and encouragement. | remember his words
during the most difficult times at the first year of the journey of the Ph.D. “You are a Ph.D. student and
the Ph.D. is a big challenge” to encourage me to work harder. | thank God for giving me an opportunity
to meet and work with such a great person like him and | pray to God to bestow him with good health,
peace, success and happiness always. Thank you Professor Richard.

I would like to thank my co-supervisor, Professor Malcolm Granat, for his patience, time and
encouragement he gave me. | learnt a lot from him and I am grateful for his assistance in enriching my
Knowledge in his field. I thank my co-supervisor, Dr Anmin Liu, who helped me in developing my

knowledge in gait analysis and continued to support me when it got complicated.

I thank all the participants who made this thesis possible and all of the staff in the School of Health
Sciences.

I would like to thank my parents from the bottom of my heart, for their moral support. Thank you for
providing me all the support. They have always told me, that they are very proud of me, 1 am glad that
| finished my thesis and kept up my promise. | am grateful for them both and | too am proud of them.

| thank my wife and my children for their support and being understanding and cooperative during times
when | was not able to spend quality time with them.

I extend my thanks and love to my little daughter, Joury, for giving me so many happy and beautiful

memories throughout this journey.

Finally, I am grateful to the Kingdom of Saudi Arabia, my country, for funding and supporting that
allowed me to pursue my Ph.D.

XX



Abstract

Knee osteoarthritis (OA) is the most common chronic musculoskeletal diseases causing knee pain,
disability and reduced levels of activity. Medial compartment of the knee joint is commonly affected,
nearly 10 times more frequently, than lateral compartment by the disease. Knee loading (i.e. External
Knee Adduction Moment (EKAM)) is higher in individuals with medial knee OA compared with
healthy subjects. Lateral wedge insoles (LW1) are designed to reduce the knee loading by altering the
Ground Reaction Force (GRF) vector more laterally to be closer to the centre of the knee joint (still
acting medially to the knee joint) and thereby reduces the moment arm to reduce EKAM and an
improved clinical outcome. The aim of this study was to determine the effect of LWI on knee pain, level
of physical of activity and EKAM in during walking. To accomplish the research, firstly, a
reproducibility trial was conducted with individuals with medial knee OA to investigate the consistency
of the instrument in producing the same results at different time points. In addition, to ensure that the
differences between measurements at the end of the intervention are the effect of the intervention itself.
Secondly, the main study was performed to identify any change or improvement in knee pain, level of
activity and knee loading in twenty participants with medial knee OA after wearing LWI compared to
baseline and comparator group during walking. Data were collected at three time-points; baseline, week
one, and week six where an activPAL3 monitor was placed on participant’s thigh for 7 consecutive days
to measure their activity level each time. There was no difference between the groups in the
characteristics and primary outcomes at baseline. The results of this study have demonstrated a further
understanding of LWI effectiveness where the group wearing LWIs demonstrated a reduction in EKAM
and pain with improvement in physical activity. Individuals walked more, faster and for a longer time
when wearing LWI for six weeks. Therefore, activity profiles of individuals during interventions give
important information and it has been recommended to collect to complete the profile of the individuals.
Future larger studies to find out the biomechanical, clinical (pain and level of activity) and radiological

changes after wearing LW1 is needed to determine whether progression of knee OA can be delayed.
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Chapter One
INTRODUCTION

Osteoarthritis (OA) is a common musculoskeletal disease mainly affecting the knee joint, causing
disability, particularly in the elderly (Woolf and Pfleger, 2003). The prevalence of the disease
increases with age, especially those into their fourth decade of life (Jordan et al., 2007), and women
are the most frequently affected (Srikanth, 2005). In the UK, roughly 8.5 million people have
osteoarthritis (4.7 million have knee OA) and it is expected to increase to 17 million by 2030, which
is estimated to cost 1% of the annual Gross National Product (Arthritis Care, 2012; Arthritis
Research, 2015). Thus, knee OA is costly and has a significant effect on the society. It not only
causes disability, but also is responsible for a high number of lost working days and a high rate of
spending for medical health services (Kotlarz et al., 2009; Bitton, 2009).

Knee pain, joint swelling, decreased knee joint range of motion, crepitus in the joint, and morning
stiffness are the common symptoms in knee OA (Bijsma and Knahr, 2007). There are two kinds of
risk factors which could increase the occurrence of knee OA and accelerate the progression of the
disease. Firstly, systemic risk factors such as age, gender, bone density, and genetic predisposition.
Secondly, local biomechanical risk factors affect such as obesity, muscle weakness, amount of knee
loading, previous joint injury and deformity (Felson et al, 2000). The latter are the potential

modifiable ones and where research in osteoarthritis is focussed.

In knee OA, the medial tibiofemoral compartment is ten times more frequently affected than the
lateral tibiofemoral compartment (Ahlback, 1968) primarily because it is exposed to 2.5 times
greater load than the lateral compartment during gait, and the line of the ground reaction force (GRF)
passes medially to the medial compartment of the knee joint (Schipplein and Andriacchi, 1991).
Therefore, the load increases on the knee joint across the medial compartment, as indicated by the
External Knee Adduction Moment (EKAM), which is a surrogate measure of medial knee load
during ambulation (Schipplein and Andriacchi, 1991, Hinman et al., 2013). In addition, individuals
with knee OA have been shown to have a higher EKAM compared to healthy subjects (Schipplein
and Andriacchi, 1991; Huang et al., 2008; Mundermann et al., 2005). A higher EKAM during
walking is a very strong predictor of the presence of the disease (Baliunas et al., 2002), disease
severity (Huang et al., 2008; Mindermann et al., 2005), and develop osteoarthritis progression



(Miyazaki et al., 2002, Chang et al., 2015) as varus knee alignment is the best predictor of a high
EKAM (Barrios et al., 2009a; Chang et al., 2015).

In addition, the risk of presence and progression of medial knee OA is associated with higher loading
on the medial compartment of knee joint (Miyazaki et al., 2002, Bennell et al., 2011b, Chang et al.,
2015) and disease severity is increased with a higher EKAM (Sharma et al., 1998; Miyazaki et al.,
2002; Hurwitz et al., 2002; Thorp et al., 2006; Landry et al., 2007; Huang et al., 2008). Sharma et al
(1998) demonstrated that the magnitude of the EKAM associated with severity of medial
tibiofemoral OA. The risk of disease progression of medial knee OA increased 6.46 times when the
magnitude of the EKAM increased by 1% and a higher peak EKAM has been shown to predict and
be associated with OA progression in patients with medial compartment knee OA (Miyazaki et al.,
2002). Evidence has shown that mechanical loads play a vital role in the development and
progression of medial knee OA. In medial knee OA, a higher EKAM will cause excessive loading
on the medial tibiofemoral knee joint during stance phase and thereby accelerate the disease
progression over the time. The peak of the EKAM in individuals with medial knee OA was
correlated with higher pain level and the study suggested that reduction of medial knee loading may
lead to pain relief (Maly et al., 2008; Hinman et al., 2008). Therefore, reduction of the EKAM should
be a target for management of the condition to reduce knee loading and knee pain.

Coincidentally, the restriction of physical activity appears in 80% of individuals with knee OA and
25% cannot perform their major daily activities (WHO, 2003). The reduction in activity level is
mainly due to increased knee pain and the fear of falling during the physical activity (McAlindon et
al., 1992; Fitzgerald et al., 2004). Reducing the level of activity is also associated with the majority
of health problems such as obesity, heart disease, diabetes, and hypertension (Pedersen et al., 2006).
Moreover, a reduction in the activity level (i.e. number of steps), an inactive behaviour and sedentary
time (spent more time in sitting and lying position) increases in individuals with knee OA are the
main characteristics of patients with knee OA (Dunlop et al., 2011). Dunlop et al., (2014)
demonstrated that sedentary behaviour by spent more time in sitting and inactive has a significant
relationship with knee OA and considered this as a significant risk factor in individuals with knee
OA and cause disability over two years. Duvivier et al., (2013) found that reducing inactivity
behaviour by increasing stepping time and standing time is more effective in type 2 diabetes than
one hour of physical exercise. Moreover, improving the physical activity by increasing the number
of steps has been recommended for individuals with knee OA (Wallis et al., 2013). However, studies

have shown that individuals who stepped more than 10,000 steps/day were associated with a greater
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risk of cartilage damage by 1.52 times in elder individuals (Dore et al., 2013), increase the risk of
progression of knee OA (Lin et al., 2013). Similar result (1.35 times) was found by Kumar et al
(2014) who assessed 160 subjects with knee OA over one year. Moderate physical activity (7,500-
9,999 steps/day) was recommended with knee OA (Dore et al., 2013; Lin et al., 2013; Kumar et al.,
2014; White et al., 2014) to reduce the risk of cartilage damage. Therefore, the emphasis of treatment
should be to reduce load on the knee joint, relieve knee pain to increase the overall activity. This
can be achieved by using suitable approaches of treatment with appropriate physical activity

instruments to measure the effectiveness of the intervention (Karapolat et al., 2009).

Knee osteoarthritis is responsible for reduced physical function (White et al., 2014) increased pain,
reduced muscle strength and joint space narrowing, and thereby a reduced activity level (White et
al., 2013). Although there is no known cure (Waller et al., 2013), a variety of treatment approaches
attempt to reduce the load on the knee joint, limit the symptoms of knee osteoarthritis and potentially
delay disease progression. To achieve these goals of treatment, there are various methods such as
surgical interventions, pharmacological, and non-pharmacological approaches.

Surgical intervention aims to reduce the load on the affected knee joint when non-surgical
intervention fails to reduce the load or decrease the symptoms (Wada et al, 1998). However, whilst
surgical intervention (total knee replacement) has a good to excellent results, some functional
limitations are still there and some patients may not suitable or may not want for this surgery
(Callahan et al., 1994). In addition, High Tibial Osteotomy (HTO) and Unicompartmental Knee
Replacement (UKR) have been recommended for younger patients to re-distribute the load from the
medial compartment of the knee joint for HTO, and to maintain the normal knee function for UKR;
however, the loading on knee joint tends to increase gradually over one to five years after HTO and
leading to a total knee replacement over the time (Grelsamer, 1995).

Lane et al., (2010) found that tanezumab drug (common uses to reduce knee pain in osteoarthritis)
reduced knee pain during walking by 45-62% from baseline; however, individuals with knee OA
were going for a knee replacement too early (Lane et al., 2010). Therefore, whilst analgesics and
non-steroidal anti-inflammatory drugs (NSAIDs) have a significant effect on pain in individuals
with knee OA, EKAM is increased and thereby disease progression was found to be developed over
time (Schnitzer et al., 1993; Huskinsson et al., 1995). Therapeutic exercises are considered as a core
treatment for individuals with medial knee OA and are the primary approach for the management of
knee OA demonstrating reduced knee pain and improvements in knee function (Zhang et al., 2008;

NICE, 2008; Hung et al., 2003). However, recent research has shown that exercises do not reduce



the load on the knee joint in knee OA (Bennell et al., 2010; Al-Khlaifat et al., 2015). Therefore, pain
reduction with a high EKAM may accelerate disease progression over time (Andriacchi, 1994).

Lateral-wedge insoles (LWI) and valgus knee braces are considered as conservative management
techniques where they decrease loading on medial compartment of knee joint, improve pain and
function in individuals with medial knee OA. In a crossover randomised study by Jones et al (2013a)
who investigated the effect of LWI and valgus knee brace on knee pain, function, and knee loading
in individuals with medial knee OA. Jones et al (2013a) concluded that the both treatments reduced
the EKAM and Knee Angular Adduction Impulse (KAAI); however, the insoles were more
acceptable by the patients compared to valgus knee brace. The KAAI considers a magnitudes and
duration of the load on the knee joint (Thorpe et al., 2007). Lateral-wedge insoles are considered as
a conservative intervention in individuals with knee osteoarthritis to reduce the EKAM and KAAI
(Barrios et al., 2013; Hinman et al., 2009 & 2013). They are a low-cost intervention, simple to use,
and were first reported by Sasaki and Yasuda in 1986 (Sasaki and Yasuda in 1986). Lateral-wedge
insoles have been shown to be an important intervention to reduce the EKAM by shifting the ground
reaction force laterally by altering the angle of the calcaneus into a valgus position (Pollo et al.,
1998), and thereby decreasing the moment arm which results in a reduced the EKAM on the knee
joint (Kakihana et al., 2005; Jones et al., 2014), and thereby potentially reducing the progression of
knee OA (Miyazaki et al., 2002). Evidence has found that the EKAM was reduced significantly by
wearing LWI (Barrios et al., 2013) but pain and function did not improve compared to neutral insoles
(Pham et al., 2004; Baker et al., 2007; Bennell et al., 2011b; Parkers et al., 2013). One potential
reason is that the individuals received a placebo effect from the neutral insoles and thereby no
significant differences were seen between LWI and neutral insoles in term of knee pain reduction.
In addition, while pain level is of utmost importance, the overall activity level of the individual may
have changed with LWI and the individual may have walked to their respective pain level.
Therefore, it is not known if there is a change in the activity level of the individual when using with
lateral wedge insoles which may counteract the reduction in symptoms that the individual is
experiencing when on treatment. Moreover, improvements in physical activity level should also be
targeted with any treatment (Holsgaard-Larsen and Roos, 2012) especially from the health relating
living aspect. If a treatment that has no biomechanical effect (e.g., neutral insole) but has a placebo
pain relief, activity improvement may be expected to see which cumulatively would increase the
loading on the medial compartment of the knee. Conversely, if the treatment has a biomechanical
effect (e.g., lateral wedge insole), with pain reduction and improvement of activity, a potential

cumulative reduction in loading on the medial compartment would be seen. In addition, the
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cumulative loading may be increased over time with LWI if the reduction was not large enough as
reduction not be as much as higher EKAM with neutral insoles and reduced level of activity.

However, to our knowledge, this is not known in the current literature.

There are numerous questionnaires that give indications of activity level but they are unreliable
(Washburn and Montoya, 1986). Therefore, monitors that constantly record activity are
recommended to measure the level of activity objectively. One of these monitors is the activPAL3
(PAL Technologies, UK) which measures the amount of time spent sitting, lying, standing, stepping,
and cadence (Dahlgren et al., 2010). This monitor has been validated to measure static and dynamic
activity in adults (Godfrey et al., 2007). The activPAL3 is more valid to measure sedentary
behaviour of the older population compared to Actigraph (Lyen et al., 2012) and it is better and more
valid to measure slow walking than the Actigraph and pedometer. In addition, there has been shown
to be a strong correlation between activPAL3 and video observation in measuring time spent in
different position and number of steps in different speeds (Granat et al., 2007). The activPAL3
monitor is also more sensitive to any reduction in sitting time compared to other monitor (Actigraph)
and it is recommended to measure sedentary time in inactive, overweight, and older adults (Kozey-
Keadle et al, 2011; Lyden et al., 2012). Therefore, using the activPAL3 is a novel instrument to
measure the level of activity of individuals with knee OA.

In summary, evidence has shown that the external knee adduction moment is reduced significantly
when using lateral-wedge insoles, however, pain and physical function do not improve significantly
(Baker et al., 2007; Bennell et al., 2011b; Radzimski et al., 2012; Parkes et al., 2013). However, it
is not known if a change in the activity level of the individual is seen with lateral wedges which may
counteract the reduction in symptoms that the individual is experiencing when on treatment.

No study has investigated the effect of lateral-wedge insoles on activity level using an activity
monitor. The primary aim of this study is to determine whether a lateral wedged insole improves the
level of physical activity in individuals with medial knee OA, when compared to neutral insoles.
Potentially, the lateral wedged insoles could decrease the load on medial compartment of knee joint
and reduce knee pain and thereby improve physical activity in individuals with medial knee OA.
Therefore, the importance of the study can be highlighted in the following; the results of this study
will help us to further understand the clinical and biomechanical effect of LWI as efficient treatments
for early stage of medial knee OA. It has been proposed that walking with pain does not increase the
progression of knee OA if the EKAM reduced when using lateral wedged insoles. In addition, the

reduction in the EKAM will lead to improvement in the level of physical activity.
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In the next chapter, a review of the literature related to knee OA, knee loading, level of physical
activity in knee OA, and management are presented to demonstrate the gaps from the previous
studies.

To ensure the results of our study are accurate, a test-retest reliability study is presented in chapter
three to test the reliability of the outcomes measures which will be investigated in the main study.
The reproducibility study is undertaken to ensure the differences between outcomes at pre-
intervention and post-intervention are the results of the intervention itself and not of measurement
error or investigators™ error in measuring the outcomes.

The effectiveness of the lateral wedged insoles on knee pain, level of physical activity, and knee
loading in individuals with medial knee OA will be investigated in chapter four with an overall

conclusion and future studies in chapter five.



Chapter Two
LITERATURE REVIEW

2.1. Definition of osteoarthritis

Osteoarthritis (OA), also known as degenerative joint disease, is one of the most common chronic
musculoskeletal diseases causing pain, loss of function, decreased level of activity, and disability
(Woolf and Pfleger, 2003). OA is also defined as a slow progressive degenerative disease affecting
articular cartilage of the joints and subchondral bone (Sangha, 2000). According to the European
League Against Rheumatism (EULAR) (2015), pathological changes seen on X-ray or the presence
of disease signs or both can be considered part of the definition of OA disorder, and therefore X-ray
findings and the presence of joint pain on the most days are preferred detection methods. Therefore,
OA is defined as a heterogeneous group of conditions that lead to joint symptoms and signs

associated with damage of articular cartilage (Altman et al., 1986).

Clinical symptoms and signs that occur with OA are joint pain, inflammation, morning stiffness (<
30 minutes), swelling, crepitus with movement, limitation of movement and instability (Buckwalter
et al., 2004; Sharma et al., 2006). Additionally, OA is characterised by progressive loss of articular
cartilage and new bone formations at the joint margins (osteophytes) (Altman et al., 1986; Sangha,
2000). Although, hip, knee, and hand joints are common sites for OA (Hunter and Felson, 2006),
the knee joint is two times more frequently affected than hip and hand joints (Oliveria et al., 1995)
because the knee joint is one of the body's primary weight-bearing joint (Slemenda, 1992; Felson et
al., 2000).

2.2. Knee osteoarthritis

Knee OA is a degenerative disorder resulting in articular cartilage damage, bone changes, and
inflammation of a synovial membrane (Mankin et al., 1981; Benito et al., 2005; Jacobson et al.,
2008) (Figure 2-1). Knee osteoarthritis starts in the areas which are not designed to undergo
excessive and repetitive loading (Mankin et al., 1981). Thickening of subchondral bone appears with
knee OA, leading to formation of osteophytes (Burr, 2003). In addition, the joint surface is covered

by a thin layer of collagen matrix, which is important for the cartilage to protect the knee joint from



friction and to distribute the load. As a result of the excessive and repetitive loading this layer is
destroyed and cartilage degrades with the disease (Dijkgraaf et al., 1995). Moreover, inflammation

of the synovial membrane occurs in knee OA as a result of repetitive stress (Benito et al., 2005).

Figure 2-1: (A) Normal Rt) knee, (B) Changes in the Rt) knee result in osteoarthritis (kneesurgeon.com.au)

Knee OA is associated with pain, functional disability, morning joint stiffness, crepitus, and a low
level of activity (Jordan et al., 2003; Keysor, 2003). Although, knee pain is considered as a primary
sign in patients with knee OA (Lohmander et al., 2004), the source and causes of pain are complex
and not well understood (Hunter et al., 2008). However, knee pain is potentially caused by the
increased repetitive stress and the amount of load on knee joint, there are other factors that may
contribute to pain, for example laxity of the ligaments, joint capsule or subchondral bone (Dieppe
and Lohmander, 2005; Jones et al., 2014). Gooberman-Hill et al., (2007) found that individuals with
knee OA experienced intermittent knee pain and it varied according to activity and day by day.
Muscle weakness was reported in individuals with knee OA (Slemenda et al., 1997) in addition to
laxity of the knee ligaments (Felson et al., 2000), and therefore knee joint instability and function

limitations occur in patients with knee OA (Hurley et al., 1997).



Additional possible symptoms have been reported in individuals with knee OA, such as joint
deformity, psychological stress, and altered gait (Hunter et al., 2008). Limitations in performing
essential daily activities, such as mobility outside the home and work duties, appeared in 8,000 out
10,000 patients with knee OA in a study by Fautrel et al., (2005).

2.3. Incidence and prevalence of knee OA

There are approximately 8.5 million people in the UK diagnosed with osteoarthritis and the number
IS expected to increase to 17 million by 2030 (Arthritis Care, 2012). In addition, OA prevalence
increases with age, especially in the fourth decade of life (Jordan et al., 2007). Radiographic OA
(changing in joint structure) increases in older people and over 80% of those are over the age of 75
(Kellgren and Lawrence, 1975). In the Framingham study, the prevalence of knee OA was 30% in
individuals aged 64 years or older (Felson et al., 1987) and one in ten individuals over the age of 60
in the United States has knee OA (Zhang and Jordan, 2010). The prevalence of knee pain increases
with age (Grotle et al., 2008) and radiologic knee OA increases as a result of knee pain in individuals
who are over the age of 55 (Peat et al., 2001). However, the correlation between knee pain and the

radiographic features of knee OA is not constant (Arden and Nevitt, 2006).

The prevalence and incidence of knee OA have been found to be higher in women than men (Felson
et al., 2000), and women are two-times more likely than men to have knee OA (Davis et al., 1991a),
this could be explained by the postmenopausal estrogen deficiency (Felson et al., 1997). It estimated
that OA affects 18% of women over 60 years-old compared to 9.6% of men at the same age group
(WHO, 2003). Oliveria et al., (1995) found that the incidence of symptomatic knee OA increases by
1% per year in women over 50 years of age. In a Norwegian population aged between 24 and 76
years, the prevalence of knee OA was 6.2% in men and 7.9% in women (Grotle et al., 2008). This
may be explained by the higher prevalence of obesity in women compared to men and men had

stronger muscles compared women (Davis et al., 1998; Felson et al., 2002).

In Germany, 86% of women and 77% of men visited their general practitioner suffering from knee
pain and diagnosed with osteoarthritis inside their knee (Rosemann et al., 2007). In Korea, knee OA
affects 53.8% of women and 17.1% of men and bilateral knee OA is more common than unilateral
knee OA (Choetal., 2011). OA appears to be more frequent among women than among men (Arden

and Nevitt, 2006), this could be due to sport participation (Felson et al., 2002).



Jordan et al (2004) found that 18.1% of individuals who visited their general practitioner had
symptomatic knee OA, and the prevalence of symptomatic OA of the knee was 4.4% compared to
0.7% and 2.5% for hip and hand, respectively (Arden and Nevitt, 2006).

2.4. Economic cost of knee osteoarthritis

The annual cost of healthcare for osteoarthritis patients was approximately 2.15 times the non-
osteoarthritis patients (Maclean et al., 1997). In Canada, the cost of osteoarthritis was estimated at
$5.9 billion in 1994 or approximately $700 per patient per year (Coyte et al., 1998). A new study
was done in Canada by Gupta et al. (2005) which estimated the cost of osteoarthritis by
approximately $3000 per person. Lapsley et al. (2001) stated that the annual direct costs to the
individual were average $258 and $537 per person in Australian. An approximately 8.5 million of
the UK population have OA, which is estimated to cost 1% of the annual Gross National Product
(NICE, 2008). Therefore, the cost of knee OA and it is treatment are very important consideration
for patients, physiotherapists, clinicians, health care providers when making decisions about the
management of knee OA (Losina et al., 2015). The high economic cost of osteoarthritis is a result
of both direct and indirect costs. Direct costs represent day hospital, routine visits, drugs,
physiotherapy, and transport, and temporary caregiver where hospitalization and physiotherapy
were higher cost. Indirect costs represent working days lost and loss of productivity (Leardini et al.,
2004). Individuals with knee OA experienced at last one of the following; work limitations, loss of
workdays, need caregiver, decreased working hours, inability to find suitable employment and early
retirement (Pincus et al., 1989; Leardini et al., 2004). In the UK, a recent report found that 36 million
working days are lost due to OA, which is estimated to cost £3.2 billion (Arthritis Care, 2012). The
lost productivity at work and home due to disability (OA) was estimated to cost $ 3.7 billion (Coyte
etal., 1998). Gabriel et al., (1997) reported that the average costs for home care, childcare and reduce
productivity were $281 in the USA.

In view of the high costs associated with knee OA and the prevalence of OA developing, it is
important to understand the natural cause of knee OA in order to find preventative and effective
therapies, decrease the direct and indirect cost, and reduce risk factors for both the incidence and
progression of knee OA.
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2.5. Diagnosis of knee osteoarthritis

Knee OA is characterised by knee pain, morning stiffness, tenderness, bone enlargement, crepitus,
articular cartilage degradation, and joint space narrowing (Altman et al., 1986; Kevin et al., 2012).
Therefore, knee OA is diagnosed either subjectively, depending on signs and symptoms such as
knee pain, morning stiffness (< 30 minutes), age (> 40 years-old), crepitus, and bone enlargement
(Dieppe and Lohmander, 2005), or objectively, depending on X-ray findings such as erosion of the
articular cartilage, bone changes (presence of osteophytes), sclerosis, and joint space narrowing
(Altman et al, 1986).

The American College of Rheumatology (ACR) clinical criteria for the classification of knee OA
are acommon and valid method which is used widely in studies and clinics to diagnose symptomatic
knee OA. These criteria depend on the knee pain and the presence of osteophytes (formation of the
bone at joint margins) associated with morning stiffness (<30 minutes) or patient’s age (>50 years)

or crepitus in the joint (Altman, 1987).

From a radiological perspective, the Kellgren and Lawrence scale (K/L) is used to quantify the
severity of the disease using X-rays (Kellgren and Lawrence, 1975). This scale is used to assess
radiographic knee OA and is divided into five grades: 0 = normal; 1 = possible osteophytes (doubtful
OA); 2 = definite osteophytes, possible joint space narrowing (mild OA); 3 = moderate osteophytes,
definite narrowing, some sclerosis, possible attrition (moderate OA); and 4 = large osteophytes,

marked narrowing, severe sclerosis, define attrition (severe OA) (Kellgren and Lawrence, 1975;
Chang et al., 2005) (Figure 2-2).

Figure 2-2: The Kellgren and Lawrence to measure severity of the disease (Radiographic Knee OA); E = KL
grade 1, F = KL grade 2, G = KL grade 3, H = KL grade 4. (Kellgren and Lawrence, 1975)

11



Presence of knee pain is associated with knee OA and it is important for the clinical diagnosis (Neogi
et al., 2009; Zhang et al., 2011; Guermazi et al., 2012). Moreover, the range of movement of the
joint is often restricted, and there is generally pain with movement (Felson, 2006) in addition to
activities such as climbing stairs, getting out of a chair, and walking long distances which bring on
pain (Altman et al., 1986). Quadriceps weakness, knee joint instability, and functional limitation
were noticed in individuals with knee OA (Hurley et al., 1997, Felson et al., 1997). Knee OA can
be diagnosed in relation to affected side of the knee joint; medial tibiofemoral compartment, lateral
tibiofemoral compartment, and patellofemoral joint. The medial tibiofemoral compartment is ten
times more frequently affected by OA than the lateral tibiofemoral compartment by OA (Ahlback,
1968) (explained in section 2.9). The initiation and progression of knee OA have been proposed to

be due to certain risk factors.

2.6. Risk Factors

Knee OA is a progressive degenerative disease with multiple risk factors. There are several risk
factors affect the occurrence of knee osteoarthritis and the risk of disease progression (Fitzgerald
and Oatis, 2004). Risk factors can be classified in two categories; systemic factors and local
biomechanical factors (Felson et al., 2000) (Figure 2-3)

Systemic factors Local biomechanical
factors
Age i
Sex Obesity
_ o Joint injury
Ethic characteristics Joint deformity
Bone density Sport participation

Susceptibilityto —
osteoarthritis

Estrogen replacement Muscle weakness

therapy (in post-
menopausal women)

Nutrition factors
Genetics

v
_ / Site and severity of
Other systemic factors

osteoarthritis

Figure 2-3: Risk factors of knee osteoarthritis (Felson et al., 2000)
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The systemic and local biomechanical factors will be explored briefly below:

2.6.1. Systemic factors

a)

b)

d)

f)

Age: The prevalence of knee osteoarthritis increases with age (Peat et al., 2001).
Osteophytes, cartilage lesion, and joint space narrowing are common in older people (> 50
years-old) (Guermazi et al., 2012). Additionally, the ability to protect cartilage is deceased
with age (Payne et al., 2010).

Sex: In general, knee OA is more common in women compared to men (Wright, 2008)
and uncommon in both gender under 40 years (Silman and Hochberg, 2001). Men under
50 years have a higher prevalence and incidence of knee OA compared to women.
Whereas, women over 50 years have a higher prevalence (Felson et al., 1997; Silman and
Hochberg, 2001). Women have a greater prevalence of medial joint space narrowing and
a higher varus alignment than men (Wise et al., 2012; Kumar et al., 2015). In addition,
women are more commonly affected by osteoarthritis than men due to the role of
postmenopausal estrogen deficiency increasing the risk of OA and consequence of several
biologic changes (Felson et al., 1995 & 1997).

Ethnic characteristics: Ethnicity has also been shown to be a risk factor for knee
osteoarthritis in African-American patients than in white people (Jordan et al., 1996). In
addition, a higher percentage of Chinese women complain of knee osteoarthritis in

comparison with white women (Zhang et al., 2001).

Genetics: Genes are a strong risk factor for OA; however, not all joints have the same
genetic susceptibility (Spector and MacGregor, 2004). Genetics increases the risk of
incidence of knee OA after injury (Loughlin, 2003).

Oestrogen effect: A reduction in level of oestrogen hormone in post-menopausal women
may be accompanied by an increase in the prevalence and incidence of knee OA.
Coincidentally, there is greater risk of knee OA in pre-menopausal women as the hormone
raises bone mass, increasing the load on the knee cartilage (Nevitt and Felson, 1997;
Richette et al., 2003).

Antioxidants: The risk of incidence of knee OA may be increased by a reduction in
vitamins C and D. Older individuals with low dietary intakes of vitamin C have greater

progression of knee OA and associated with knee pain (McAlindon et al., 1996). There is
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2.6.2.
a)

b)

d)

also an increased risk of incidence and progression of knee OA with low levels of vitamin
D in older women (Parfitt et al., 1982; Raczkiewicz et al., 2015).

g) Bone density: Bone density has an important role in the initiation and progression of knee

OA. High bone density increases the risk of knee OA and it is strongly associated with
presence of osteophytes (MacGregor et al., 2000). High bone density was associated with
an increased progression of knee OA when knee OA already present and characterised by
osteophytes (Hannan et al., 1993; Zhang et al., 2000).

Local Biomechanical factors

Obesity increases the load being transferred to the knee joint (Felson et al., 2000) where 60-
70% of weight-bearing load is transmitted through the medial tibiofemoral joint in healthy
individuals (Felson et al., 2002). A high body mass index (BMI) (over 30 kg/m?2) was found
to be a risk factor for knee osteoarthritis and progression of the disease (Yusuf et al., 2011).
Research has shown that an increase in body weight by two units of BMI, in obese
individuals with knee osteoarthritis, may increase the risk of disease progression by 50 %
(Felson et al., 1993).

Previous joint injury: An anterior cruciate ligament injury and meniscal tears have been
shown to increase the incidence of knee OA (Atkins et al.,, 2004) by altering load
distributions within the damaged knee joint during walking (Doherty et al., 1983; Englund
etal., 2004).

Cultural: It is a possibility that cultures requiring kneeling or squatting activity over a long
period, which is very common in some societies such as the Kingdom of Saudi Arabia,
increase the risk of knee OA (Frontera et al., 2006).

Occupational: occupations which involve lifting or climbing stairs increase the incidence of
knee OA and the disease process by increasing the load on the knee joint (Jensen, 2007).
Sports persons and young people doing exercises also face the issue of osteoarthritis because
these activities require more direct joint impact and joint twisting (Pujari & Alton, 2010).
Evidence concluded that highly intensive sports, such as weight-lifting and soccer increase
the risk of knee OA (Driban et al., 2015), One of the potential reasons for this is that the

cumulative loading on the knee joint is increased (Klussmann et al., 2010).

Muscle weakness: Decreasing muscles strength, especially in the quadriceps and gluteus
medius muscles (Chang et al., 2005): Slemenda et al. (1998) found that quadriceps muscle
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weakness increases the development of knee OA, and this weakness has been noticed in
individuals with knee OA compared to healthy individuals (Messier et al., 1992; Lewek et
al., 2004a). Muscle weakness may due to presence of pain during knee joint movement
(Felson et al., 1987) lead to reduced ability of muscle around knee joint to absorb forces

during movement resulting in greater loads on the knee joint (Selmenda et al., 1998).

f) Varus malalignment: The risk of further narrowing of joint space occurs 3 - 4 times more
often with the presence of varus malalignment in individuals with knee OA (Sharma et al.,
2001). Therefore, increasing varus malalignment is associated with the progression and

development of knee OA (Brouwer et al., 2007).

These risk factors are multi-factorial and cause degenerative changes within the tissues surrounding

the knee. When these changes occur, dynamic balance impairments is associated with knee OA.

2.7. Balance in individuals with knee osteoarthritis

The inability of a body to maintain a stable base of support during movement or physical activity is
known as dynamic balance deficits (Gribble et al., 2004 & 2012). Dynamic balance deficits appear
in individuals with knee OA (Hinman et al., 2002), and have been shown to be a risk factor for falls
in elderly (Stalenhoef et al., 2002). Balance control is affected by various components such as
physiological changes in the neuromuscular system (muscle weakness), aging process, sensory
system (reaction time), and proprioception impairments (Skinner et al., 1984; Doherty et al., 1993;
Stevens et al., 2008; Muir et al., 2010). These components are found in individuals with knee OA
(Lin et al., 2009).

Hinman et al., (2002) compared between individuals with knee OA with an age-, gender- and body-
mass-matched group to assess static and dynamic standing balance. They found that participants in
the knee OA group demonstrated poor dynamic standing balance and there was a significant
difference between the knee OA group and healthy group using step test (p< 0.0001). Therefore,
dynamic balance impairments are used to distinguish between patients with knee OA, unilateral and
bilateral knee OA (Hinman et al., 2002), to predict the lower extremities injury (Bennell et al., 2003;
Plisky et al., 2006; Herrington et al., 2009) and to demonstrate improvement from interventions
(Lim et al., 2008; Bennell et al., 2010). In addition, individuals with knee OA demonstrated greater
body sway in anterior-posterior and lateral directions compared to healthy group using sway-meter

(Hinman et al., 2002). However, static body sway is common method has been used in studies to
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evaluate static balance deficits using force platforms (Kollegger et al., 1992), no statistically
significant differences were seen between groups (Hinman et al., 2002). Therefore, the body sway
unable to detect static standing deficits in individuals with knee OA (Hurley et al., 1997).

An important aspect must be considered with individuals with knee OA is that falls and loss balance
during activity which are common in individuals with knee OA (McAlindon et al., 1992; Fitzgerald
et al., 2004; Mackenzie et al., 2012), and therefore static standing balance is potentially less able to
identify individuals at risk due to balance impairments compared to dynamic test (Shumway-Cook
et al, 1997 & 2000; Mackenzie et al., 2012).

Therefore, there is a need for an appropriate instrument to assess the dynamic balance in individuals
with medial knee OA and to determine any change in their balance after the intervention.

2.7.1. Step Test

The step test (ST) is a commonly used method to measure dynamic balance in knee OA (Hinman et
al., 2002; Bennell et al., 2010). This test is inexpensive, easy to perform, and reliable in old adults
(Hill, 1996). The number of times the participants could step their foot up and down is the outcome
of this test. The participants are instructed to maintain their balance on single limb while stepping
the contralateral limb up and down on 15 cm high step as quickly as possible for 15 seconds. The
ST was developed as a dynamic balance test for post-stroke patients (Hill, 1996).

The ST has shown that the number of steps in 15 seconds significantly decreased in individuals with
knee OA (12 steps) compared to a healthy control group (17 steps) using the ST (Hinman et al.,
2002). However, the ST would only assess dynamic standing balance in one direction (anterior) and
neglects the distance between the standing base and the 15 cm high step that may play a vital role in
body stability during the movement. However, the ST assesses the individuals stepping their foot as
fast as they can to evaluate their balance and thereby it is a test of endurance rather than functional
balance. Additionally, to our knowledge, there is no gold standard instrument to measure dynamic
balance and ST was developed to use with upper motor neuron lesion such as stroke patients thereby
his reliability was proven with this particular population (Hill, 1996; Hong et al., 2012). As a result

of this, an appropriate method to measure dynamic balance in individuals with knee OA is needed.

2.7.2. Star Excursion Balance Test

The star excursion balance test (SEBT) is a simple, inexpensive test, used to measure dynamic
balance (Gribble et al., 2012) that incorporate a single-leg stance with maximum reach of the other

leg (Olmsted et al., 2002). It is performed by measuring a maximal distance that will be reached by
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using one leg in different directions, and then return slowly to starting position (double support) with
keeping balance throughout the test (Olmsted et al., 2002; Gribble et al., 2007). The directions
relative to the support leg on the platform; anterior (A), anterolateral (AL), anteromedial (AM),
posterior (P), posterolateral (PL), posteromedial (PM), medial (M), lateral (L), and difference
between them equal 45° (Olmsted et al., 2002). The SEBT is used in clinics and laboratories and it
can be performed quickly and easily to help the researcher determine if the participant has returned
to normal condition or has achieved any progression after intervention (measuring the effectiveness
of the intervention) (Gribble et al., 2012). However, the length of protocol is the disadvantage of
this test. Evidence has recommended doing four practice trials following by three test trials in each
of the eight directions because the learning effect was found in the first four trials (Robinson and
Gribble, 2008a; Munro and Herrington, 2010).

The reliability of SEBT is proven in many studies to measure dynamic balance in healthy subjects
(Kinzey and Armstrong, 1998; Hertel et al., 2000; Munro and Herrington, 2010), and to assess
dynamic balance in patients with musculoskeletal conditions such as chronic ankle instability

(Hertel et al., 2006) or anterior cruciate ligament tears (Herrington et al., 2009).

Focusing the assessment on specific directions that are that performed by certain muscles is a
potential method to reduce the time (Olmsted et al., 2002; Herrington et al., 2009), and these certain
muscles are significantly activated than other muscles in eight directions (Early and Hertel, 2001).
The medial, anteromedial, and posteromedial directions are recommended to test with chronic ankle
instability because these directions were the most affected compared to healthy population (Hertel
et al., 2006). Whereas, the anterior, lateral, medial, and posteromedial are recommended to test with
anterior cruciate ligament tears because dynamic balance was significantly decreased in these
directions compared to healthy population (Herrington et al., 2009). In knee OA, the anterior and
medial directions will be proposed to test because quadriceps muscle and gluteus medius muscle are
affected with knee OA and become weak (Slemenda et al., 1997; Chang et al., 2005). The directions
relative to the support leg on the platform. Anterior (A), medial (M) directions are the most relevant
to knee OA condition However, test-retest reproducibility of the SEBT has not been investigated in

individuals with knee osteoarthritis (OA).

While an understanding of balance is important, the progression of knee OA has been postulated to
be a dynamic disease once an individual in one the pathway (Baliunas et al., 2002). Therefore, an
understanding of the normal dynamic walking patterns and biomechanical changes in knee OA
need to be appreciated to gain a full understanding of preventable options.
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2.8. Normal gait characteristics and knee OA

The gait is defined as the rhythmic alternating movement of the limbs of the lower extremity which
lead to the forward movement of the body. The gait cycle is the activity that starts from heel strike
of one foot to the heel strike of the same foot (Wang et al., 2012). When looking at walking, the gait
cycle is divided into two main phases: stance phase which comprises four stages, early-stance (0%—
20% of the gait cycle), mid-stance (21%-40% of the gait cycle), and late-stance (41%-60% of the
gait cycle), in addition to the swing phase (61%-100% of the gait cycle) (Mindermann et al., 2004).
The stance phase and swing phase can also be divided into eight functional phases; initial contact,
loading response, mid stance, terminal stance, pre-swing, initial swing, mid-swing and terminal
swing (Perry and Davids, 1992; Vaughan et al., 1999) (Figure 2-4) but generally in knee OA

literature the role of early, mid and late-stance are more appropriate (Jones et al., 2013a).
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Figure 2-4: Phases of the normal gait cycles, right limb is the reference. (http://keywordsuggest.org/gallery)

The stance phase of gait is the period of time during which the foot is in contact with the ground.
This is the weight-bearing phase of gait and provides body stability, approximately 60% of the gait
cycle. The swing phase of gait is period of time during which the foot is off the ground and swing

forward to provide forward momentum of the limb, approximate 40% of the gait cycle (Mary, 1988).
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2.9. Biomechanics of medial knee osteoarthritis

As stated earlier (section 2.5), the medial tibiofemoral compartment is ten times more frequently
affected than the lateral tibiofemoral compartment by OA (Ahlback, 1968). This may be explained
by the fact that medial tibiofemoral cartilage is exposed to a greater load than lateral tibiofemoral
cartilage (Andrews et al., 1996). Additionally, a roughly 2.5 times greater load is found on the medial
tibiofemoral joint compared to the lateral tibiofemoral joint during walking (Schipplein and
Andriacchi, 1991) due to the ground reaction force (GRF) passing medially to the knee joint. (Figure
2-5) where GRF is the force that generated when the foot contacts the ground (Lelas et al., 2003).

Figure 2-5: Blue arrow indicates to the Ground Reaction Force vector during gait

GRF may be an indication of the load on the medial tibiofemoral joint, and a strong correlation was
found between high GRF and body mass and rapid acceleration (Felson et al., 2000; Lelas et al.,
2003). A higher ground reaction force and higher joint moments may result of high acceleration of
the centre of mass of the body and individuals, in general, individuals experiences a higher knee
loading during fast walking. Therefore, individuals with medial knee OA walk slower than healthy

people leading to reduce knee loading (Robon et al., 2000; Mundermann et al., 2004),

Knee alignment (referred to as the mechanical axis or the hip-knee-ankle angle) in the frontal plane
has been associated with the distribution of the load between the medial and lateral tibiofemoral
joints and is measured as the angle formed by the intersection of the line connecting the hip centre

to the knee centre with the line connecting the knee centre to the ankle centre (Cook et al., 2007).
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The mechanical axis range from -9° to +15°, the negative indicates the varus direction whereas the
positive indicates the valgus direction (Moreland et al., 1987).

In healthy individuals, 60-70% of the weight-bearing load is transmitted through the medial
tibiofemoral joint (Felson et al., 2002) because the mechanical axis passes medially to the knee joint
creating a 1° varus knee alignment (Moreland et al., 1987). In individuals with medial tibiofemoral
OA, the mean varus knee alignment was 7.2° + 4.8°, which is considered significantly higher
compared to healthy individuals (Cooke et al., 1994). Chang et al., (2015) reported that a mean knee
mechanical axis at baseline was 4° in individuals with medial knee OA. Moreover, varus knee
alignment was higher in individuals with moderate-to-severe knee OA by 2° to 6° compared to
individuals with mild knee OA (Hurwitz et al., 2002). Varus malalignment (varus knee alignment)
is associated with tibia cartilage loss in individuals with medial tibiofemoral OA (Sharma et al.,
2008). In knee OA groups, disease severity becomes worse with increasing varus knee alignment
(Hurwitz et al, 2002; Wada et al; 2002; Miindermann et al., 200). Therefore, progression of the
medial knee OA may be delayed by reducing the varus knee alignment (Teichtachl et al., 2009) and
the EKAM (Miyazaki et al., 2002). The following will review the differences between individuals
with medial knee OA and healthy individuals during gait, namely temporal-spatial parameters,

kinematics and kinetics.

2.9.1. Temporal-spatial variables (timing and distance) in medial knee OA

Timing and distance gait variables are measured in individuals with knee OA during gait to identify
abnormal changes that may attempt by the patients to diminish the symptoms or to reduce the loading
on the affected knee joint. Altered timing and distance variables are seen in individuals with knee
OA and are easily obtained with minimal interference with individuals and very low cost.

Walking speed in individuals with knee OA is significantly reduced compared to healthy individuals
(Al-Zahrani and Bakheit, 2002). In individuals with knee OA, a decreased walking speed was
correlated with decreased stride length, decreased cadence, and increased double limb support time
(Landry et al., 2007; Astephen et al., 2008a). Patients use these strategies to reduce the load on the
knee joint (Winter, 1991), decrease knee pain (Al-Zahrani and Bakheit, 2002), and increase stability
of the knee joint by increasing stance time (Schmitt and Rudolph, 2007). In addition, as walking at
faster speed may result in a higher knee loading, reductions in walking speed lead to reductions in
knee joint loading (Mundermann et al., 2004).
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2.9.2. Kinematic and kinetic parameters in medial knee OA

During early stance, decreased peak knee flexion angles and decreased peak hip flexion angles have
been associated with knee OA compared to healthy subjects (Kaufman et al., 2001; Messier et al.,
1992; Landry et al., 2007). Moreover, these reductions were reported on the affected side compared
with the contralateral side in individuals with unilateral knee OA (Briem and Snyder-Mackler,
2009). Evidence has shown the knee flexion angle was reduced in moderate and sever knee OA
compared to healthy subjects (Al-Zahrani and Bakheit, 2002; Astephen et al., 2008b) (Table 2-1).

Table 2-1: Asymptomatic and OA discriminant analysis summary (Astephen et al., 2008a).

Measure interpretation

Hip flexion angle OA had lower hip flexion angle compared to healthy.

Knee flexion angle | OA had lower knee flexion angle in loading and swing compared to healthy.
Ankle flexion Sever OA had higher ankle plantarflexion angle in early stance and lower
angle dorsiflexion in late stance in pre-swing compared to healthy.

Hip flexion Sever OA had lower early stance and swing and higher in mid-stance
moment compared to moderate.

Knee flexion Severe/moderate OA had smaller in early and late stance compared to
moment healthy.

Ankle flexion Severe OA had greater ankle dorsiflexion moment in early stance and small
moment ankle dorsiflexion moment in late stance compared to healthy.

Ankle internal Severe OA had lower ankle internal rotation moment in early stance and
rotation moment higher in late stance compared to moderate OA.

Hip internal OA had lower hip internal rotation moment in stance compared to healthy.
rotation moment

Hip adduction OA had higher hip adduction moment in mid-stance and lower in late stance
moment compared to healthy.

Knee internal Moderate OA had higher knee internal rotation moment in late compared to
rotation moment healthy.

Knee internal Severe OA had smaller knee internal rotation moment in stance compared to
rotation moment healthy.

Knee adduction OA had higher knee adduction moment in mid-stance compared to healthy.
moment

Normally during early stance, and if isolating the role of soft tissues as absorbers, the knee joint
plays an important role in absorbing the shock which results in knee flexion at initial contact of
roughly 15° during walking and the degree of knee flexion angle increases with faster acceleration
for extra shock absorption (Winter, 1991); However, individuals with knee OA cannot adopt this
strategy because of the reduction in knee flexion angle (Creaby et al., 2012). This may be explained
by muscle weakness (especially quadriceps muscle) (Fisher et al., 1997; Chang et al., 2005), the
compensatory strategy attempted in the presence of knee instability (Schmitt and Rudolph, 2007),
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and knee pain (Kaufman et al., 2001). Sagittal plane range of motion (ROM) at hip, knee, and ankle
was significantly reduced with severe knee OA compared to moderate knee OA (Astephen et al.,
2008b) and healthy participants (Al-Zahrani and Bakheit, 2002) as these reductions in ROM are
more likely to be compensatory gait responses to knee pain. Gok et al., (2002) found that knee
adduction angle increased during stance in individuals with medial knee OA. An increased knee
adduction angle at initial contact has been shown in individuals with knee OA (Briem & Snyder-
Mackler, 2009; Creaby et al., 2012) and has been related to disease progression in medial knee OA
(Miyazaki et al., 2002). Possibly due to morphological changes in medial compartment of the knee
joint result in disease such as cartilage volume loss, loss joint height (narrowing), and meniscal
damage, greater knee adduction angle occurs. Higher knee varus angle shifts the loading-bearing
axis medially to the centre of the knee joint, increasing a moment arm that creates forces across the
medial compartment of the knee joint and concurrently stretches the soft tissues on the lateral
compartment. This mechanism leads to unload the lateral compartment by lifting the lateral
epicondyle (Schipplein and Andriacchi, 1991; Andriacchi, 1994).

Medial knee OA is a mechanical disease affected by the intensity and magnitude of the load on the
medial compartment of the knee joint (Brandt et al., 2008). In healthy individuals, 60-70% of the
weight-bearing load is transmitted through the medial tibiofemoral (Felson et al., 2002), this may be
due to a stance phase knee adduction moment, greater load passes medially than laterally to the
centre of knee joint even in healthy knee, neutrally aligned (Hurwitz et al., 2002).

Kaufman et al (2001) found that the knee extension moment was lower in individuals with knee OA
compared to healthy individuals. Astephen et al., (2008a) found that ankle flexion moment was
higher in mid-stance and lower in late-stance in individuals with severe knee OA compared healthy
individuals. During early stance, smaller knee flexion and knee extension moments appeared with
moderate and sever knee OA compared with healthy knee (Astephen et al., 2008a). In addition,
lower hip flexion moment and hip external rotation moment have been found with knee OA (Al-
Zahrani and Bakheit, 2002; Astephen et al., 2008a).

Astephen et al., (2008b) found that the hip adduction moment was lower during the stance phase in
individuals with knee OA compared to healthy subjects. This finding supports those of Chang et al
(2005) and Mundermann et al (2005) who found that a lower hip adduction moment was found in
participants with knee OA and that it has been associated with progression of knee OA.

Individuals with knee OA had lower hip extension moment during late stance (Miindermann et al.,
2005; Huang et al., 2008). For the frontal plane, the EKAM has been found to be higher in
individuals with knee OA (Astephen et al., 2008b). Moreover, individuals with medial compartment
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OA have a higher knee adduction moment during mid-stance, decreased peak of knee flexion
moment and a higher hip abduction moment during late stance (Astephen et al., 2008a).
Therefore, knee joint loading is important to further understand the disease process and prevention

and to alter this loading in knee OA that has been associated with knee OA.

2.9.2.1. External knee adduction moment

The external knee adduction moment (EKAM) is a surrogate measure of medial knee load during
gait (Schipplein and Andriacchi, 1991). During gait, in individuals with medial knee OA, the line of
the ground reaction force (GRF) passes more medially to the knee centre, thereby the moment arm

increases and the GRF causes the tibia to shift into the varus position (Figure 2-6).

. Healthy " MKOA

Figure 2-6: Ground reaction force vector location and moment in (a) healthy (b) medial knee OA (Reeves &
Bowling, 2011).

This results in increased loads on the knee joint across the medial compartment, as indicated by a
high external knee adduction moment (EKAM) (Hinman et al., 2013). The EKAM is considered a
surrogate measure of medial compartment load. Moreover, a higher EKAM at baseline could predict
radiographic knee OA and is associated with an increased rate of disease progression (Miyazaki et

al., 2002; Thorp et al., 2006). In knee OA, varus knee alignment (mechanical axis) was the best
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single predictor of the peak adduction moment during the stance phase (Hurwitz et al, 2002; Barrios
et al., 2009a) as mentioned in section 2.9. Additionally, varus knee alignment has been found to be
high in individuals with medial knee OA (Sharma et al., 2001; Tanamas et al., 2009). A higher
correlation was found between varus knee alignment and peak knee adduction moment during
walking in individuals with medial knee OA (Hurwitz et al, 2002). Therefore, reducing the varus
knee alignment lead to EKAM reduction and thereby might delay the progression of medial
compartment OA of the knee joint (Miyazaki et al., 2002; Teichtahl et al., 2009). Dynamic varus
knee alignment was 6.4° during the first half of stance whereas during the second half of stance it
was 4.6° in individuals with medial knee OA compared to healthy participants (Kumar et al., 2013)
and therefore, the knee loading has been found higher with medial knee OA (Jones et al., 2014).

The EKAM curve consists of an early stance peak EKAM (0 — 20 % of gait cycle), trough (21-40%
of gait cycle) and late stance peak EKAM (41 — 60% of gait cycle) during the stance phase. The
early stance peak (1st peak) is commonly measured to determine the amount of load on the medial
compartment of the knee joint during gait (Hurwitz et al., 2002; Mindermann et al., 2005). Early
stance EKAM has been found to be higher in individuals with mild, moderate, and severe knee OA
compared to healthy subjects (Kaufman et al., 2001; Rudolph et al., 2007) and has been linked with
severity and progression (Miyazaki et al., 2002). Moreover, the EKAM has been found to be
significantly higher at trough (mid-stance) in individuals with mild, moderate, and severe medial
compartment OA compared to healthy participants. Mid-stance peak EKAM was higher than early
peak EKAM in some studies (Landy et al., 2007; Astephen et al., 2008b). Moreover, patients with
mild, moderate, and severe medial tibiofemoral OA have a higher late stance peak (2nd peak)
compared with healthy subjects (Astephen et al., 2008b, Huang et al., 2008). Therefore, assessing
the EKAM throughout stance phase gives insightful understanding of knee loading.

Risk of presence and progression of medial knee osteoarthritis is associated with increased loading
on the medial knee joint during gait (Andriacchi and Miindermann, 2006) and disease severity is
increased with a higher EKAM (Sharma et al., 1998; Miyazaki et al., 2002; Hurwitz et al., 2002;
Thorp et al., 2006; Landry et al., 2007; Huang et al., 2008; Bennell et al., 2011a). Thus, the external
knee adduction moment has been shown to be a strong indicator of the onset and progression of
medial knee osteoarthritis, and to slow the progression of the disease in the knee joint (Bennell et
al. 2011a, Chang et al., 2015), the EKAM reduction must be achieved (Miyazaki et al., 2002).
Miyazaki et al., (2002) showed that the EKAM significantly increased in patients with progression
of knee OA compared to patients without disease progression, after six years follow-up. They

reported that the risk of progression of knee OA increased 6.46 times when the EKAM increases by
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1% on the 1st peak (Miyazaki et al., 2002). A high EKAM at baseline was associated with greater
loss of cartilage volume in individuals with knee OA over two years follow-up (Chang et al., 2015).

However, whilst EKAM has been found to be an objective measure of medial compartment load and
a high EKAM was strongly associated with great medial load on the knee joint and accelerate the
progression of knee OA. Walter et al., (2010) showed that the effect of EKAM reduction did not
always guarantee a reduction in medial compartment contact force due to a concurrent increase the
knee flexion moment (KFM) and that this increase in the KFM may reduce the benefits of reducing
the peak EKAM. In Walter et al., (2010) study, one participant with neutral knee alignment was
recruited, whereas individuals with medial knee OA have a varus malalignment (Sharma et al.,
2001), and therefore their findings cannot be generalised. A recent study investigated the effect of
EKAM and KFM on cartilage changes over 5 years in sixteen subjects with medial compartment
OA (Chehab et al., 2014). They found that the EKAM and KFM have a significant effect on the
medial tibiofemoral joint, causing greater cartilage change but at two different sites. The EKAM has
an influence on femoral cartilage while KFM has an influence on tibial cartilage. Therefore, the
researchers have suggested that to achieve greater reduction in medial compartment load and may
delay the progression of the disease in individuals with medial knee OA, both EKAM and KFM
during walking must be considered (Walter et al., 2010; Chehab et al., 2014).

In contrast, in a large cohort study, 212 individuals with knee OA were recruited to assess EKAM,
KFM, during walking and their relationship with medial tibiofemoral disease progression over two
years (Chang et al., 2015). They found that the EKAM could measure medial knee load
independently without any contribution from the KFM while the EKAM has a significant association
with the progression of medial tibiofemoral OA. Additionally, they did not find a correlation
between peak KFM and cartilage damage, joint space narrowing on the tibiofemoral compartment,
medial femoral surface damage, or medial tibial surface damage during walking. However, a
negative correlation was found between EKAM and knee flexion moment in nine individuals with
instrumented total knee replacements, during ascending or descending stairs (Trepczynski et al.,
2014). This may be explained by the fact that the individuals may have flexed their knee more during
high flexion activities such as stair ascent and descent therefore the KFM increased. This correlation
was not found during walking in individuals with medial knee OA when the EKAM was reduced by
wearing lateral wedged insole (Jones et al., 2014)

Therefore, an increase in the KFM with EKAM reduction may be a compensatory increase which
may not affect joint structure (Chang et al., 2015) or it may be due to high knee flexion activity
(Trepczynski et al., 2014).
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Different strategies have been observed in individuals with medial knee OA where they might be
used as compensatory mechanisms due to the increased load on the knee joint. Individuals with knee
OA tend to use these strategies to decrease the EKAM by altering their gait patterns, such as by
increasing lateral trunk sway towards the affected stance limb during walking (Miindermann et al.,
2005; Hunt et al., 2008), decreasing walking speed with shorter stride length (Andriacchi, 1994),
increasing foot progression (toe-out) angle during stance phase (Chang et al., 2007; Jenkyn et al.,
2008), or altering foot and ankle position (Pazit et al., 2010). A short review of these will now be

presented.

Lateral trunk sway towards the affected stance limb

Evidence has shown that the EKAM might be reduced by 65% during gait increasing lateral trunk
lean towards the side of the weight bearing which can displace the centre of mass (COM) more
laterally(Hurwitz et al., 2002; Hunt et al., 2008). As depicted in Figure 2-7, the line of GRF is
displaced closer to the centre of knee joint lead to decreasing the length of moment arm (distance
between line of GRF and centre of knee joint) (see section 2.9.2.1) (Hurwitz et al., 2002;
Miindermann et al., 2005; Hunt et al., 2008) .

QL@ QA@

Figure 2-7: (A) Distance between GRF and knee joint centre in knee OA during gait. (B) Distance between
GRF and knee joint centre in knee OA during gait with toe-out. (C) Distance between GRF and knee joint
centre in knee OA during gait with leaning the trunk. (Hunt et al., 2008).

Moreover, the degree of lateral trunk lean was increased in individuals with severe knee OA
compared to mild knee OA (Hunt et al., 2008). Therefore, increasing lateral trunk lean has been

recommended as a compensatory mechanism to decrease the EKAM in knee OA (Mundermann et
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al., 2008). Radebold et al (2000), however, stated that a typical trunk movement with activity (e.g.
walking) can protect the back from injuries and back pain. Therefore, doing this strategy repetitively
might increase the risk of back injury, back pain, or falls in individuals with or without knee OA
(Radebold et al., 2000; Rogers and Mille 2003).

Walking speed and stride length

Temporal, spatial, kinematic, and kinetic parameters are correlated with variance in walking speed
in individuals with or without knee OA. For example: walking at a fast walking speed was associated
with decreased stride time, increased stride length, increased ROMSs and angles in hip, knee, and
ankle in the sagittal plane, and the EKAM becomes higher as well (Al-Zahrani and Bakheit, 2002;
Kaufman et al., 2001; Mindermann et al., 2004; Lewek et al., 2004; Childs et al., 2004; Thorp et
al., 2006; Rudolph et al., 2007; Schmitt and Rudolph, 2007; Landry et al., 2007; Astephen et
al., 2008a; Zeni & Higginson, 2009; Creaby et al., 2012). In addition to what is mentioned in sections
2.9.1, walking speed is highly correlated with EKAM, where the faster the walking speed is, the
higher the EKAM will be. Therefore, evidence has shown that walking at a slow walking speed with
decreased stride length is common in individuals with medial knee OA as a compensatory
mechanism to reduce the EKAM and thereby reduce the medial compartment loads (Kaufman et al.,
2001; Mindermann et al., 2004).

Altering foot position

Altering the foot position displaces the line of GRF closer to or away from the knee centre, where
the EKAM is affected by altering foot position during walking. Individuals with knee OA tend to
alter foot position by pronate their feet to enable the foot to be plantigrade when weight-bearing
(gait) compared to healthy individuals (Riegger-Krugh & Keysor, 1996; Levinger et al., 2010; Pazit
et al., 2010). This strategy has been considered as a compensatory mechanism (responses to varus
knee alignment) to reduce medial compartment loading, as it shifts the line of GRF laterally nearer
to the knee centre, reducing the EKAM (Levinger et al., 2010).

Foot progression (toe-out) angle

Toe-out angle is formed by the angle between a line that is drawn from mid heel to the head of the
2nd metatarsal and the forward progression line of the body. Foot progression angle during walking
is an important factor in changing the magnitude of medial compartment load, as increasing toe-out
angle has been found to reduce the magnitude of EKAM in knee OA (Jenkyn et al., 2008). This was
identified as an adaptive strategy during gait to reduce the EKAM by altering the line of GRF
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laterally so it is closer to the centre of knee joint, decreasing the moment arm length and thereby
diminishing the load on the medial tibiofemoral joint (Hurwitz et al., 2002, Jenkyn et al., 2008). The
greater toe-out angle strategy during walking has been found in individuals with knee OA to
decrease the EKAM (Mindermann et al., 2008). Indeed, increasing toe-out angle affects the second
peak EKAM rather than the first peak EKAM because this increase in angle occurs during the late
stance phase, thus altering the line of GFR so that it becomes closer to the centre of the knee joint
occurs in the late stance phase as well (Hurwitz et al., 2002). As a result of this, lower second peak
EKAM is associated with increasing foot progression (toe-out) angle in individuals with knee OA
(Jenkyn et al., 2008). An appropriate measure when conducting research on a knee OA population
is the duration of the knee adduction moment in addition to the magnitude.

2.9.2.2. Knee adduction angular impulse

An additional measure of the load on medial tibiofemoral compartment is the knee adduction angular
impulse (KAAI), which is defined as the magnitude and duration of the load on the medial knee
compartment throughout the stance phase (the dark area under the adduction curve) (Thorp et al.,
2006) (Figure 2-8).
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Figure 2-8: 1st and 2nd peaks and knee adduction angular impulse (KAALI).

Thorp et al (2006) was the first study, in osteoarthritis literature, that evaluated the KAAI in 117
patients with radiographic knee OA. Individuals with knee OA have a greater magnitude of the knee
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adduction moment waveform and longer stance phase than the matched healthy group (Schipplein
and Andriacchi, 1991; Al-Zahrani and Bakheit, 2002). This increases the knee adduction moment
impulse in individuals with medial knee OA that considers the magnitude and duration of the load
on the knee joint (Thorp et al., 2006). The KAAI is significantly higher in moderate knee OA
compared to mild knee OA. The KAAI is more sensitive to distinguish between mild and moderate
radiographic knee OA compared to the first peak of EKAM (Thorp et al., 2006). The possible reason
is that walking speed is correlated with disease severity (Astephen et al., 2008b) with walking speed
reducing incrementally with disease severity. Therefore, the amount of KAAI will increase if the
speed reduced (stance time increased) and depends on the disease severity because a significant
negative correlation was found between the KAAI and walking speed (Thorpe et al., 2006). The
KAALI is partially dependent on the duration of stance phase. Whereas, the first peak of EKAM has
been found to be higher in individuals with medial knee OA regardless of disease progression
(Mundermann et al., 2005) and it increases when individuals (healthy or individuals with knee OA)
walk at a fast speed. Moreover, KAAI at baseline has been shown to predict radiographic knee OA
and is associated with an increased rate of disease progression (Bennell et al., 2011a; Chang et al.,
2015).

A recent RCT by Bennell and colleagues in 2011 showed that baseline KAAI was associated with a
greater loss of medial cartilage volume in 144 participants with medial knee OA after one year. They
found that a higher KAAI was associated with the annual change in medial tibial cartilage thickness
while (greater loss) no relationship between the first peak of EKAM and loss of medial tibial
cartilage volume (Bennell et al., 2011a). In addition, Dore et al (2013) stated that cartilage lesion
was been found in individuals with knee OA with high level of activity. Therefore, loss of cartilage
volume may be explained by the high level of physical activity that the participants performed with
sustained loading on the knee joint throughout one year, and therefore cartilage damaged.
Additionally, cartilage volume loss (disease progression) strongly associated with the KAAI, which
may represent cumulative loading on the medial compartment of the knee joint in the laboratory,
rather than the first peak of peak EKAM (Bennell et al., 2011a); however, increasing joint space
(disease progression) narrowing has been strongly associated with the first peak EKAM (Miyazaki
etal., 2002). A large cohort study performed by Chang et al (2015) found that both peak EKAM and
KAAI were associated with joint narrowing and cartilage loss over 24 months of follow-up, so

continuous loading in the environment must be considered.
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However, whilst the first peak EKAM and KAAI are common measurements from the laboratory,
it is also necessary to determine an evaluation of the repetitive loading on the knee joint during free-

living activity in this thesis.

2.9.2.3. Cumulative knee loading (CKL)

The majority of the research on knee OA focuses on the discrete value of the EKAM to measure the
amount of loading on the tibiofemoral joint at a specific point only. Repetitive and excessive loading
together are critical factors in the development and progression of knee OA, and therefore
cumulative loading is a biomechanical approach that integrates the measures of abnormal loading
on the tibiofemoral joint during physical activity to give an assessment of excessive and repetitive
loading (Maly, 2008).

Cumulative knee loading (CKL) measures the total exposure to joint loading during physical
activity. The CKL is calculated by measuring the mean of the normalised knee adduction angular
impulse to body mass using three-dimensional gait analysis multiplied by one half of the mean
number of steps per day that are taken by one leg using an accelerometer device (Actigraph, Fort
Walton Beach, USA) (Robbins et al., 2009). The KAAI must be normalised to body weight for

comparison with future studies.

Recently, one study has investigated the test-retest reliability of CKL in 30 healthy adults during
physical activity (using the Actigraph monitor for seven consecutive days) (Robbins et al, 2009).
They found that the CKL is a reliable measure of the total exposure to knee load (ICC ranged from
0.84 — 0.89). Maly et al., (2013) found that the cumulative knee load is nearly two times greater in
individuals with knee OA compared to healthy subjects, and therefore it can be another way to
distinguish between knee OA and healthy subjects, especially in intervention studies.

Individuals with knee OA are less likely to be active, more likely to, walk slower with a longer
stepping time and lower cadence (Dunlop et al., 2011), and most likely to take fewer steps per day
(White et al., 2014). Therefore, potentially, individuals with knee OA could produce higher CKL
regardless of a lower step count because the load on the knee joint is still high. Indeed, CKL may be
used to determine any change in the cumulative knee load in participants with knee OA after

intervention by measuring knee adduction moment impulse during daily physical activity (total
stepping).

Despite lower level of physical activity, individuals with medial knee OA would show a greater
CKL because of higher medial knee loads than older healthy adults (Maly, 2008 & 2013). However,
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there is no such study which has evaluated CKL in individuals with medial knee OA during an
intervention period. Whilst knee loading is important in knee OA, the level of physical activity
should be measured in individuals with knee OA. In order to be able to collect physical activity data
during ambulation situation an appraisal of the literature in regards to activity in individuals with
knee OA is needed but also to determine the best solution for data collection.
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2.10. Physical activity

Physical activity is defined as any bodily movement produced by the musculoskeletal system that
results in an expenditure of energy, such as household tasks, and has been classified into light,
moderate, and vigorous intensity activity (Casperson et al., 1985), whereas physical function is
defined as the ability to perform daily activities (Nelson et al., 2007). In individuals with knee OA,
a negative correlation has been found between knee pain and movement. Therefore, individuals with
knee OA may not be expected to be physically active as healthy individuals because of weight-
bearing pain in knee joint increased during walking (Veenhof et al., 2012; Tonelli et al., 2011). In
addition, there are wide range of factors that may affect the level of physical activity and act at
individual, social, and environmental factors (Thibaud et al., 2012). Seefeldt et al (2002) states that
some factors are fixed, for example, gender/sex factors while others are considered as modifiable,
such as personality characteristics, and environmental factors (Seefeldt et al (2002). Age is
negatively associated with total number of steps in individuals with knee OA (r= -0.21(p=0.01))

(Chmelo et al., 2014) as ages increases the number of steps decrease.

One of the measures from physical activity monitors are steps counts which are defined as the main
component of walking activity (Paroczai and Kocsis, 2006), while the number of steps per minute
(intensity of walking) is known as cadence (Abel et al., 2011). Running has the highest cadence with
very low stance time, but running is unlikely to be performed by the majority of older individuals
with knee OA (Novacheck, 1998; Paroczai and Kocsis, 2006).

Physical activity in adults has been classified by the number of steps taken ranging from low basal
activity to high active, with the number of steps determining the range as shown in table 2-2 (Tudor-
Locke and Bassett, 2004; Mitsui et al., 2008). Tudor-Locke et al., (2009) suggested that basal
activity (stepping < 2500 steps/day) and limited activity (2500 — 4999 steps/day) are considered a

sedentary behaviours or “sedentarism”.
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Table 2-2: Classification of Physical Activity

Physical Activity No. of Steps

Basal activity < 2500 steps/day

Limited activity 2500 — 4999 steps/day
Low active 5000 — 7499 steps/day

Somewhat active 7500 — 9999 steps/day

Active > 10,000 steps/day

Highly active > 12,500 steps/day

(Tudor-Locke and Bassett, 2004; Mitsui et al., 2008; Tudor-Locke, 2009)

2.11. Level of physical activity in knee OA
Knee OA is highly prevalent in older individuals (Felson et al., 2000). Restriction of physical activity

appears in 80% of knee OA patients and 25% of them cannot perform their major daily activities
(WHO, 2003). Individuals may gradually lose their ability to walk faster over the years due to aging
or diseases such as knee OA (Tudor-Locke et al., 2011b). Moreover, reduction in activity level
(inactive behaviour- “sedentarism™) is the main characteristic of individuals with knee OA, and
sedentary time (time spent in sitting and lying position) increases in individuals with knee OA, as
measured by actigraph (GT1M) (Dunlop et al., 2011).

Therefore, evidence suggests that a goal of 10,000 steps/day may not be suitable for older adults or
some adults who are living with a chronic disease or disability such as hip or knee joint replacement,
heart problems, or obesity (Tudor-Locke et al., 2009 & 2011a). In addition, taking 5,000 steps/day
may be too much for some populations who are older and have a chronic disease that may limit their
mobility (Tudor-Locke et al., 2011a), such as knee OA. Studies have reported that the range of steps
taken in healthy younger adults was between 7,000 and 10,000 steps/day, while healthy older adults
aged between 40 years-old and 69 years-old typically walked 6,000-7,000 steps/day (Bassett et al.,
2000; Tudor-Locke et al., 2002; Tudor-Locke and Bassett, 2004).

A review of normative data (Tudor-Locke and Myers, 2001a) including studies published from 1980
to 2000 reported that healthy older individuals stepped between 6,000 and 8,500 steps/day while
special populations (with chronic diseases) stepped between 3,500 and 5,500 steps/days. However,

a recent review of normative data including studies from 2001 to 2009, reported that the healthy
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older individuals walked between 2,000 and 9,000 steps/day while individuals with chronic disease
that may limit mobility walked between 1,200 and 8,800 steps/day (Tudor-Locke et al., 2009).

From a knee OA perspective, a recent study investigated physical activity in 160 older adults with
radiographic knee OA (Chmelo et al., 2014). They found that they stepped between 1459 and 15,949
steps/day and only 7.5% of them stepped over 10,000 steps/day. This may be because 10,000
steps/day are not suitable for individuals with knee OA. White et al., (2014), in a study of 1788
subjects, found that the typical daily steps counts for subjects with knee OA (majority of the
individuals had tibiofemoral OA (> 54%) was > 6,000 steps/day using StepWatch3 attached to the
ankle. Hurley et al., (2015) evaluated physical activity during one week in individuals with moderate
knee OA compared to a matched healthy group using accelerometer (GT3X actigraph). They found
that individuals with knee OA took fewer steps (mean= 6,518 steps/day) compared to healthy people
(average steps = 8,367 steps/day) but there was no difference in sedentary time between the both
groups. The accuracy of the actigraph in detecting any reduction in sedentary time may be one of
the reasons (see section 2.13) (Kozey-Keadle et al., 2011; Lyden et al., 2012).

The reduction in activity level is mainly due to increased knee pain and the fear of falling during
physical activity in older individuals (McAlindon et al., 1992; Fitzgerald et al., 2004). Cavanaugh
et al., (2007) investigated the level of physical activity in 28 healthy older individuals and 12
disabled older adults who had functional limitations such as arthritis or joint replacement, using
StepWatch3 for six consecutive days. They found that disabled older adults took fewer steps, had
shorter period of activity (in minutes), and fewer bouts (a bout is defined as a sustained 10-second
period of steps) of activity compared to healthy older adults. This lower level of activity may be

explained by the high EKAM or the presence of knee pain.

Individuals with knee OA are considered inactive people who walk less than 5,000 steps/day;
however, this value of stepping may increase in the absence of knee pain (Wideman et al., 2014,
Chmelo et al., 2014; White et al., 2014). Rakel et al., (2012) suggested that knee pain during
movement, such as 6-minute walk task, was a strongly correlated with clinical outcomes in
individuals with knee OA. Moreover, individuals with knee OA commonly experience discomfort
with joint movement (mainly during walking) due to knee pain, and this discomfort forces the
individuals to limit their activity (Wideman et al., 2014). Wideman et al (2014) suggested that the
majority of individuals with knee OA showed a sensitised response to routine activities such as
walking. This may be explained by the exacerbation of knee pain during walking tasks (VVan Damme
etal., 2004; Goubert et al., 2004). Presence of knee pain may explain why individuals with knee OA
spend a long time in sitting, lying and why they take fewer steps compared with healthy older
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subjects (Cavanaugh et al., 2007). While individuals with knee OA walk slower and perform lower
levels of activity, changing their behaviour have many benefits aspects.

2.12. Importance of physical activity in knee OA

Individuals with knee OA are particularly inactive and their health is at risk (Fontaine et al., 2004,
Keysor, 2003) because of a reduced quality of life, muscle weakness, and weight gain (Visser et al.,
2015) that increases loading on the knee joint (Felson 1992 & 2000), and may lead to accelerate the
progression of knee OA (Miyazaki et al., 2002). Therefore, increasing the level of activity in
individuals with knee OA has been recommended because of the health benefits (Nelson et al.,
2007). Improving physical activity in individuals with osteoarthritis reduces mortality and the risk
of incident of serious diseases such as obesity, cardiovascular disease, and hypertension (Pedersen
et al., 2006). Evidence has shown that slow walking was highly associated with cardiovascular

mortality in older individuals (Dumurgier et al., 2009).

Yasunaga et al., (2006) suggested that an increase of 2000 steps over baseline may be recommended
for improved health-related quality of life (HRQoL) (McAlindon et al., 1992; Fitzgerald et al.,
2004). Moreover, evidence has shown that weight loss in 142 older patients with knee OA in a diet
trial study was associated with reduction in knee loading (1:4 times) (Messier et al., 2005) and
increasing the activity level by 2,100 to 2,500 steps/day in obese subjects using behaviour
modification programmes was associated with weight loss (Bravata et al., 2007). Therefore,
reducing weight mass in individuals with knee OA by increase number of steps may lead to decrease
the load on the knees and thereby the progression of knee OA may delay (Felson et al., 2000).
However, using behaviour modification programmes and diet could be taken long time and costly
to apply with individuals with knee OA and may be not suitable for all individuals.

Pedometer-based programmes (known as walk plus programmes or behaviour modification
programmes) set daily step goals (in short bouts) and individuals are instructed to reach those goals
(Bravata et al., 2007). The effect of increasing the number of steps in healthy older obese individuals
using pedometer-based programmes was stated in the meta-analysis study by Richardson et al.,
(2008). Richardson et al., (2008) found that number of steps measured by a pedometer (SW-200)
was increased in individuals by 1800 — 5400 steps/days leading to a reduction in their weight by
approximately 0.05 kg/week. A higher number of steps (measured by a pedometer, Omron HJ-152K-

E) was negatively correlated with changes in weight in women using pedometer-based programmes
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(r=-0.6, p < 0.001) (Maturi et al., 2011). Although, pedometer-based programmes are useful to
increase the steps counts, they are not a clearly articulated or detailed programme (Tudor-Locke et
al., 2001b).

Evidence has shown that improving the level of activity by stepping more has several benefits for
individuals; nevertheless, the high (>10,000 steps/day) and low (< 5,000 steps/day) level of physical
activity is not recommended for individuals with knee OA (Dore et al., 2013; Kumer et al., 2014).
Daily walking was measured in Dore et al., study (2013) at baseline using pedometer and cartilage
loss was measured by using MRI at baseline and after 2.7 years. They found that stepping more than
10,000 steps/day was associated with a 1.32 to 1.52 times greater risk of cartilage lesions (Dore et
a., 2013; Lin et al., 2013; Kumar et al., 2014). The authors concluded that individuals with knee OA
should not step more than 10,000 steps/day (Dore et al., 2013) or doing high physical activity (Lin
et al., 2013). This may be explained by the cumulative knee loading where stepping more than
10,000 steps/day or prolonged standing with sustained load on the knee joint. Only one study found
that there was no association between high level of activity, measured by using StepWatch at the
60-month visit and structural changes using MRI at the 60 and 84-month visits in individuals with
knee OA. This may be explained by the classification of level of activity in Jiestad, et al., (2015)
study was different from the previous studies where they classified as low (<6,078 steps/day),
moderate (6,078-7,938 steps/day), and high activity (>7,938 steps/day). However, the relationship
existed between low level of activity and structured changes (Lin et al., 2013; Dore, et al., 2015)
where low level of walking may result in limited joint compression that may provide insufficient

stimulation of knee cartilage (Lin, et al., 2013).

Individuals with knee OA who stepped < 5,000 steps/day developed functional limitations 2 years
after baseline, and therefore, taking > 6,000 steps/day is seen as a protective influence in individuals
with knee OA from functional limitations. Moreover, increasing the number of steps by 1,000
steps/day in individuals with knee OA was associated with a 16% t018% lower risk of developing
functional limitation (White et al., 2014).

In conclusion, the typical daily steps count for individuals with knee OA is more than 6,000
steps/day and it is recommended that individuals with knee OA walk between 5,000 to 10,000
steps/days to improve level of activity, reduce weight, decrease risk of functional limitation,
decrease loading on knee joint, reduce risk of cartilage lesion, and improve their QoL. Therefore,
level of physical of activity should be measured accurately during intervention in individuals with
knee OA. However, it should not only characterise the stepping activity but also the other behaviour aspects

such as standing and sedentary times which are considered as weight-bearing activity.
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2.13. Measurement of physical activity in knee OA

As noted in the previous sections, studies have reported differences in the level of physical activity
among individuals with knee OA and healthy older people due to the effect of the disease. In
addition, intervention might increase the level of activity of individuals with medial knee OA, and
thereby allow individuals to walk more and thereby disease progression increase. Moreover,
increasing of physical activity may diminish the clinical effect of intervention on knee pain in
individuals with knee OA. Therefore, reliable and accurate instruments to measure physical activity

and number of steps pre- and post-intervention are needed.

Various methods have been used to measure physical activity and number of steps in individuals
with knee OA. First, direct observation (video observation) is considered a gold standard instrument;
however, it cannot be used outside the laboratory (Arem et al., 2015). In addition, direct observation
cannot measure physical activity in free-living environments where physical activity naturally
occurs. Therefore, strengths and limitations of questionnaires, pedometers, and accelerometers will

be discussed below.

Questionnaires are subjective self-report measures of level of physical activity and cover most of

the activities that are performed by the individuals during a previous period of time. These
questionnaires are designed depending on age, conditions, culture, and the kind of activity
(Taraldson et al., 2011; Ainsworth et al., 2015). Questionnaires are quicker, easier to administer,
and less expensive to use in a large population compared to pedometers (Bassett et al., 2000) or
accelerometers (Kriska and Caspersen, 1997). However, they have been found to have low-to-

moderate validity for measuring sedentary behaviour (Atkin et al., 2012).

Questionnaires have been shown to overestimate measured activity level in older individuals (Irwin
et al., 2001), and therefore they are unreliable (Washburn and Montoya, 1986). In addition, self-
report questionnaires do not reflect the actual activities of patients with knee OA. So, questionnaires
cannot accurately determine the sedentary time (Atkin et al., 2012). Another limitation to using self-
report questionnaires of activity level is that culture and age might influence the validity of activity
questionnaires (Taraldson et al., 2011). In addition, recall questionnaires are influenced by human

memory, which may be weak in older individuals (Shephard, 2003).

Finally, although questionnaires have weaknesses, evidence recommends measuring the level of
activity by using accelerometer alone or in combination with questionnaires (Terwee et al., 2011).
The Human Activity Profile (HAP) and Physical Activity Scale for Elderly (PASE) are widely used
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in research studies to measure the level of physical activity (Bilek et al., 2000; Bennell et al., 2004;
Chmelo et al., 2013). The HAP is a self-report questionnaire measure of energy expenditure or
physical fitness with 94-items. It has been widely used in both healthy and diseased populations,
although the correlation between HAP and pain (WOMAC) was weak (r=0.18) (Bennell et al.,
2004).

The PASE is commonly used with older adults to measure activity and can be used alongside
pedometers or accelerometers to make a study stronger (Dinger et al., 2004; Chmelo et al., 2013). A
significant correlation was found between PASE and accelerometer, actigraph, (r=0.91) (Dinger et
al., 2004). The potential reason behand that is that the PASE can measure some activity that

pedometers or accelerometers cannot measure, such as swimming (Figure 2-9).

“Q5. Over the past 7 days, how often did you engage in strenuous sport or
Recreational activities such as jogging, swimming, cycling, singles
tennis, aerobic dance, skiing (downhill or cross country or other similar
activities?

Q5a. What were these activities?

Q5b. On average, how many hours per day did you engage in these
strenuous activities?”

Figure 2-9: Part of the PASE that asking about the swimming activity

PASE is simple, easy to score, can be used with a large sample size, and has been designed to
evaluate physical activity level of older adults during a week (Washbum et al., 1999). The reliability
of PASE ranges from 0.69 to 0.80 in healthy older individuals (Washbum et al., 1993). Moreover,
PASE was found to be valid and reliable (ICC= 0.91) for measuring physical activity, as there was
a significant correlation with the accelerometer (Actigraph) r = 0.43 (p < 0.01) in 55 healthy older
individuals (Dinger et al., 2004).

The PASE score combines information on light, moderate, and vigorous levels of activity during
occupational, household, and leisure activities. Level of physical activity has been classified
according to PASE scores into high level of physical activity (PASE > 242 points), moderate level
of activity (PASE 124-242 points) and lowest level of activity (PASE 31-120 points) (Lin et al.,
2013). A higher PASE score indicates a higher level of physical activity (Chmelo et al., 2013). The
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level of physical activity in individuals with knee OA was ranged from 162-182 points in PASE
score (Bennell et al., 2011b).

Pedometers are designed to detect stepping activity (Tudor-Locke et al., 2009) and are used widely
in the literature to measure the number of steps in individuals with knee OA (Bennel et al., 2011b;
White et al., 2013). Moreover, pedometers can measure the total activity level by measuring the time
spent in walking or running (Backhouse et al., 2013). A traditional pedometer is placed on the waist
and it depends on the vertical acceleration of the hip (up and down) to complete the electronic circuit
in order to detect the steps (Tudor-Locke et al., 2009 & 2011b).

NL-1000 (New-Lifestyles Inc., Lees Summit, MO, USA), NL-2000 (New-Lifestyles Inc.), Kenz
Life Order EX (Suzenken Co., Ltd, Nagoya, Japan), Omron HJ 720ITC (Omron Corp., Kyoto,
Japan), SW-2000 (New Lifestyles Digi-walker SW-200, Yamax, Tokyo, Japan), and piezo-electric
pedometers are the most common pedometers which use the same mechanism to measure the
number of steps (Tudor-Locke et al., 2009 & 2011c).

Furthermore, pedometers are small devices, inexpensive, used widely, acceptable to the users, and
used to measure number of steps, and total level of activity. However, they cannot measure quiet
standing or low intensity activity (Rowlands et al., 2007) because they depend on the acceleration
of the hip, which does not move during standing. Therefore, no movement occurs during standing
for pedometers to detect and the researcher cannot measure the effectiveness of the intervention
during changes in time spent in quite standing. Another disadvantage is that pedometers also cannot
distinguish between upright position and sitting position (Backhouse et al., 2013) and thereby it is
impossible to measure the time spent in a sitting position, and thereby it is impossible to detect any
reduction in sitting time. The reason that they cannot detect sitting position is that they are designed
to detect ambulatory activity using a vertical axis only (Tuder-Locke., 2009 & 2011c). A pedometer
measures fast and normal walking speed (Murat et al., 2005), but it is less accurate for measuring
slow walking (Ryan et al., 2006; Kinnunen et al., 2011). For example, it sometimes cannot detect
walking (steps) when the person moves in crowded queue. The potential reason for this is that the
hips do not move up enough to be detected by the pedometer. Moreover, the captured data might be
affected by the pelvic tilt when placed it on the waist especially in obese and individuals with
overweight (Swartz et al., 2003; Crouter et al., 2005).

Therefore, pedometers are not appropriate for measuring physical activity in older people who walk

slower (Grant et al., 2008), in the inactive population (Kinnunen et al., 2011) and in obese
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individuals (Felson et al., 2000). Those characterises which have been found in individuals with
knee OA must be considered for choosing the instrument.

A recent systematic review recommended accelerometers for measuring the level of physical activity
in individuals. However, the same reviews did not recommend any particular accelerometer to
measure levels of physical activity in individuals with knee OA (Terwee et al., 2011; Veenhof et al.,
2013).

Accelerometers: accelerometers were first used in the 1950s to measure the motion of human
movement (Bao and Intille, 2004) such as RT3, StepWatch3, ActivPAL3 and Actigraph GTX. They
can provide additional data such as cadence (steps per minute), time spent walking and number of

steps (Grant et al., 2006). Accelerometers have other strengths in addition to their ability to measure
number of steps and cadence; they can look at how much time is spent in standing position and
sitting/lying, they can estimate energy expenditure during activity, and they can record activity over
a long period (depending on the device). Additionally, accelerometers are small devices, light, and
acceptable to the users (Grant et al., 2006). These devices are also relatively inexpensive. Most of
these devices cannot distinguish between sitting and lying, and are not waterproof, so they cannot

be used during water sports or when showering (Godfrey et al., 2008; Kozey-Keadle et al., 2011).

Accelerometers can be worn on the wrist, waist, thigh, or ankle and therefore, the location at which
the accelerometers are placed, accelerometer orientation, and the kind of the physical activity being
measured play a critical role in accuracy of the accelerometer and determining which device is
appropriate for the study to collect the activity data. Although, accelerometers seem suitable devices
to use, characteristics and the behaviour of individuals with knee OA should be considered to choose
the appropriate for this population. The participants with medial knee OA are mainly older patients,
who are inactive individuals (their activity behaviour is classified as sedentary behaviour), walk at
slow walking speed, take few steps, and spend less time in activity (standing and walking times)
(Cavanaugh et al., 2007, White et al., 2013).

Numerous monitors are available on the market for research studies include RT3, Actigraph,
ActivPAL3, StepWatch3, AMP331, PAM, and Intelligent Device for Energy Expenditure and
Physical Activity (IDEEA) Some of these monitors are sensitive to external movements, contain
multiple sensors with cables, collect activity data for three days only, or are often used in laboratories
such as the IDEEA monitor (Welk et al., 2007; Godfrey et al., 2008). The IDEEA monitor which
comes with cables that may restrict the movement of individuals, and thereby it is difficult to wear
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for a long time and in a free-living environment. While, the most common monitors, such as
StepWatch3, RT3, AMP331, and PAM, measure number of steps, energy expenditure, distance,
speeds, or step length (Godfrey et al., 2008), the actigraph and activPAL3 monitors can measure
more data, such as time spent in different positions and quiet standing. Additionally, the activPAL3
monitors can measure sedentary time with high accuracy in comparison with the actigraph monitor
(Kozey-Keadle et al., 2011; Lyden et al., 2012) (see next section). Moreover, activPAL3 has been
considered to be the gold standard in measurement of sedentary behaviour in a recent study in
healthy inactive individuals (18-65 year olds who walked < 5000 steps/day) (Ju’dice et al., 2015).
Therefore, the activPAL3 monitor seems to be the most appropriate physical activity monitor use
with in participants with medial knee OA in this work.

2.14. ActivPAL3 monitor

The activPAL3 monitor is a small activity monitor device worn throughout the day except during
showering or swimming (not waterproof) on the mid-anterior aspect of the thigh using a PALstickie
(double-sided hydro gel, hypoallergenic) (Ryan et al., 2006) (Figure 2-10). The device contains a
triaxial accelerometer sensor which responds to the acceleration resulting from thigh movement. In

addition, activPAL3 can monitor activity continuously for over seven days and summarise the

collection data into 15 second epochs with activPAL3 software (Ryan et al., 2006; Aminian and
Hinckson, 2012).

o R Y

Figure 2-10: Location of the ActivPAL3 monitors, on the participants’ thigh.
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As a result of the activPAL’s placement on the thigh, it is able to differentiate between upright
positions (standing / walking) and sedentary behaviour; where this kind of data is not available with
wrist, waist or ankle-worn accelerometers (Grant et al., 2008). The position and orientation of the
activity monitor device could affect the accuracy of data captured particularly during walking. An
activPAL3 is more accurate than waist- and ankle-mounted monitors for example: pedometers
(walking) or Actigraph monitors (sedentary positions & walking) (Grant et al., 2008; Kozey-Keadle
et al., 2011). In addition, there are no other movements that could alter or affect the data capture
such as changes in pelvic alignment and movement (Grant et al., 2008). The potential reason for this
is that activPALS3 is placed on the thigh to distinguish between changes in position and time spent
sitting/lying, standing/stepping, and cadence (Dahlgren et al., 2010). The monitor uses the
inclination of the thigh to classify posture. Therefore, the activPAL3 can distinguish upright postures
(standing and stepping) and sedentary postures (sitting and lying). When the thigh is vertical it is
classed as standing, and when an upright posture is detected the acceleration signal is further
examined to detect cyclical stepping movements which are classed as stepping. Moreover, the
posture is classified as sedentary (sitting and lying) when the thigh is horizontal (Grant et al., 2006).
Also, it provides number of steps and cadence which can be used to calculate energy expenditure
(Godfrey et al., 2008).

The activPAL3 monitor is suitable for use outside the laboratory because it is a small device and it
collects the data at 20 Hz. In addition, ninety-two per cent of the older adult population (mean age
68 years) agreed to wear activPAL3 without any complaints because it is small, comfortable, does
not restrict movement and does not show through clothing (Maddocks et al., 2010). Evidance has
suggested that activPAL3 should be collected the data over 5 to 6 consecutive days for at least 6
hours a day to consider the data valid and accurate (Godfrey et al., 2007; Maddocks et al., 2010).
Moreover, activPAL3 monitor not only measures time spent in upright position (standing/ walking),
sedentary behaviour (sitting/lying), and number of steps in addition to cadence, but it also shows
how long each walking period lasts and how many steps are taken during each walking period (Grant
et al., 2008).

Ryan et al., (2006) investigated the validity and reliability of the activPAL3 monitor and pedometers
(SW-200 and Omron HJ-109-E) in measuring walking (fast, normal, and slow) and cadence in adults
with video observation. The participants included 12 women and 8 men aged 34.5 +6.9 years. The
subjects walked on a treadmill at different speeds from 0.9 m/s to 1.78 m/s and outdoors at slow

speed, normal speed, and fast speed. They found that the correlation between activPAL3 and video
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observation was excellent for all speeds for step count and cadence (ICC = 0.99), but the accuracy
of the pedometer was affected by slow walking speed. Ryan et al., (2006) concluded that the
activPAL3 monitor is a valid and reliable monitor to measure walking at all speeds and its accuracy

is not affected by changes in walking speed.

Grant et al., (2008) evaluated the accuracy of activPAL3 in measuring number of steps and cadence
in 21 older individuals (65-87 years old). They compared activPAL3 with two types of pedometers
(NL-2000 and SW-200) in measuring steps and cadence on a treadmill at 5 different speeds (0.67,
0.90, 1.12, 1.33, and 1.56 m/s) and outdoors at 3 self-selected speeds (slow 1.37 m/s; normal 1.54
m/s; and fast 1.69 m/s) compared to direct observation. They found that activPAL3 was suitable and
accurate for measuring cadence and step count on treadmills and out-doors especially at slow
walking speed (0.90 m/s) with less than 1% error. However, the NL-2000 pedometer is more
accurate than the SW-200 in measuring number of steps in older population. The two pedometers
cannot measure cadence or detect changes in walking speed, particularly slow walking speed
(percentage error was 23%) (Grant et al., 2008). The possible reason for this is that at a slow walking
speed, the hip does not move enough to be detected by these pedometers. Another study was
performed by Kozey-Keadle et al., (2011); the participants were inactive, overweight, and older
people (aged 46.5+£10.7). The researchers investigated the validity of activPAL3 and Actigraph for
measuring sedentary behaviour compared to direct observation in older individuals in free-living
environments. They found that activPAL3 and Actigraph underestimated sitting time by 2.8% and
4.9%, respectively. In addition, the correlation between activPAL3 and direct observation was r =
0.94, whereas the correlation between Actigraph and direct observation was 0.39. They concluded
that only activPAL3 was able to detect reductions in sitting time. Thus, activPAL3 was more
sensitive to reduction in sitting time and it is recommended to measure sedentary time in inactive,
overweight, and older adults (Granat et al., 2007; Kozey-Keadle et al., 2011; Lyden et al., 2012).

Harrington et al., (2011) investigated the validity of activPAL3 and actigraph (GT1M) using a video
recorded to measure walking at different speeds in 62 adult females’ participant. They found no
significant differences between activPAL3 and actigraph in measuring step number (p> 0.05);
however, activPAL3 was more accurate and better than the actigraph in measuring steps at slow
walking speed on a treadmill with the actigraph significantly underestimating the number of steps.
The potential reason for this is that the actigraph is placed over hip and thereby the accuracy of this
device to collect data may be influenced by pelvic movements (Grant et al., 2008).
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The accuracy of activPAL3 was compared to direct observation in an investigation of 34 older
individuals (range = 62-92.8 years old) (Taraldson et al., 2011). They measured sedentary behaviour
(sitting and lying), transfer from sitting to standing, upright behaviour (standing and walking), and
number of steps in three populations (acute stroke patients, older adults, and patients with hip
fractures that had occurred 3 months earlier). Taraldson et al., (2011) found that activPAL3 was
highly accurate in detecting and measuring sedentary behaviour and upright behaviour (100%) but
less accurate in measuring the number of steps at a very slow walking speed (0.32 m/s). The potential
explanation for this is that the walking patterns in stroke patients and patients with hip fractures are
different form patterns in individuals with knee OA, as, during walking, they have very minimal hip
and knee flexion and they may slide their affected limb with full knee extension during walking
(Olney and Richards, 1996). Moreover, individuals with walking aids were recruited in this study,
and therefore this procedure may influence the accuracy of the device for collecting the number of
steps (Godfrey et al., 2007). They suggested that the activPAL3 should be attached to the unaffected
limb. However, this suggestion cannot be generalised it to other populations.

Similar results were found by Aminian and Hinckson (2012); who examined the validity of
activPAL3 for measuring sedentary behaviour and walking speed (fast, normal, and slow) in
children. They measured sedentary time and walking speed in free-living activities followed by
treadmill and over-ground activities. Aminian and Hinckson (2012) found that there was a strong
correlation for time spent in sedentary positions, standing, and walking between the activPAL3
monitor and direct observation. In addition, the correlation between activPAL3 and video
observation was high in measuring walking at different speeds. In addition, Lyden et al., (2012)
found that activPAL3 was more valid for measuring the total sedentary time than actigraph (GT3X),
when comparing the direct observation results (criterion measurement). The participants were
healthy and between 20 and 60 years old. Under direct observation, activPAL3 accurately estimated
sedentary time, and it was also sensitive enough to detect any reduction in sedentary time. Lyden et
al., (2012) also found that actigraph was less accurate than activPAL3 in measuring the total
sedentary time with significant differences in measuring the reduction of sedentary time under direct
observation. They concluded that activPAL3 was a valid tool for measuring sedentary behaviour in
free-living environments. Recently, the activPAL3 monitor has been used as a gold standard in a
validation study comparing actigraph (GT3X) with the actiheart accelerometer in terms of accuracy

for measuring sedentary behaviour (Ju’dice et al., 2015).
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In summary, the activPAL3 monitor measures the amount of time spent sitting, lying, standing,
stepping, and cadence. It is a suitable instrument to measure levels of physical activity in individuals
with knee OA. The activPAL3 monitor is more valid for measuring sedentary behaviour of older
populations than actigraph and it is better and more valid for measuring slow walking than the
actigraph or pedometer. In addition, there was a strong correlation between activPAL3 and video
observation of slow walking, time spent in sedentary position, standing, and walking. The
activPAL3 monitor is more sensitive to reductions in sitting time than Actigraph and it is
recommended for measuring sedentary time in inactive, overweight, and old adults (Granat et al.,
2007; Kozey-Keadle et al, 2011; Lyden et al., 2012). Obese people walk slower than people
weighting less (Mitsui et al., 2008) and potential have a similar walking pattern in knee OA.
Therefore, the activPAL3 monitor is more accurate when measuring low intensity walking than a
pedometer or actigraph.

Therefore, activPAL3 is suitable to use in this thesis to measure physical activity in individuals with
knee OA and it can detect any change in sedentary behaviour, upright behaviour, and number of
steps pre and post-intervention. In order to determine the most appropriate intervention that reduce

loading and improve activity, the management approaches for knee OA will be explored.
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2.15. Management of medial knee OA

Knee osteoarthritis causes reduced physical function (Suri et al., 2012) increased pain, reduced
muscle strength and joint space narrowing, and thereby reduces the overall activity level (Salafi,
2005; Vincent et al., 2012). In addition, as a mechanical disease, the amount of load on the knee
joint plays a vital role in progression of the disease as mentioned in the previous sections (Brandt et
al., 2008). Although there is no known cure (Waller et al., 2013), a variety of treatment approaches
attempt to reduce the load on the knee joint, limit the symptoms of knee osteoarthritis and delay or
stop disease progression such as surgical interventions, pharmacological, and non-pharmacological

treatment.

2.15.1. Surgical management of medial knee OA
Surgical realignment intervention, such as total knee replacement (TKR), unicompartmental knee
replacement (UKR), or the high tibial osteotomy (HTO), aims to relieve and reduce the load on the

knee joint when non-surgical intervention fails (Andriacchi, 1990; Wada et al., 1998).

TKR has been used when there is severe damage in the tissues causing severe pain and severe
functional limitation during walking and physical activity (Mancuso et al., 1996) and it is the
definitive procedure for management of knee OA. However, good to excellent results can be
achieved by TKR, some functional limitations are still there and some individuals may not be
suitable for this kind of surgery (< 65 years-old) (Andriaccchi, 1982; Callahan et al., 1994).

HTO and UKR are commonly recommended for younger individuals (< 60 years-old) who have
unicompartmental arthritis because the results of these surgical procedures are worse in elderly adult

patients (> 60 years old) compared to younger adult patients (Insall et al., 1984).

Uincompartmental Knee Replacement (UKR) is considered as the right option before the TKR for
medial compartment knee OA when the soft tissues are severely damaged. The UKR is used to
preserve the soft tissues in the unaffected side and thereby maintain the normal knee function and
proprioception compared to TKR (Lonner, 2009)

High tibial osteotomy (HTO) is a surgical intervention used to reduce the load on the knee joint and
postpone total joint replacement by removing a part of bone on the proximal tibia to unload the
medial compartment of the knee (Wada et al., 1998). This procedure leads to a redistribution of the
load on the medial compartment of the knee joint. Thus, the EKAM is reduced by approximately 30

to 50 % (Prodromos et al., 1985); however, the adduction moment tends to increase gradually over
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one to five years after high tibial osteotomy (Wada et al., 1998; Grelsamer, 1995; Miyazaki et al.,
2002) leading to a TKR.

Given the risk associated with knee surgery and the time in rehabilitation and potentially restricted
function, there are many individuals who may want the surgery. Additionally, there will be many
individuals who are not suitable for surgery due to their age or general health, and therefore other
interventions may be used to reduce their knee pain, improve function, and help to decrease the load
on the knee joint. There are grouped into pharmacological, exercise regimens and orthotic

management.

2.15.2. Pharmacological treatment of medial knee OA

Pharmacology modalities such as anti-inflammatory drugs and/or paracetamol reduce knee pain and
relieve symptoms; however, loading on the knee joint is still there and tends to increase over the
time (Schnizer et al., 1993; Huskinsson et al., 1995). Therefore, pain relief by pharmacology
modalities has been associated with an increased the load on the knee joint over the time (Sum et
al., 1997; Hurwitz et al., 2000).

Huskinsson et al., (1995) found that non-steroidal anti-inflammatory drugs (NSAIDs) had
significant effect on pain with knee OA while the EKAM was increased over the time leading to
surgical intervention. Therefore, reduction knee pain in individuals with knee OA may encourage
them doing high level of physical activity. However, the loading on the knee joint still there and
may be increased during physical activity (Wideman et al., 2014). Lena et al., (2010) found that
tanezumab drug (common uses to reduce knee pain in osteoarthritis) reduced knee pain during
walking by 45-62% from baseline; however, individuals with knee OA were going to a knee
replacement too early (Lane et al., 2010). The knee loading (EKAM) is increased when taking
analgesics and non-steroidal anti-inflammatory drugs and thereby disease progression was found to
be developed over time (Schnitzer et al., 1993; Huskisson et al., 1995); however, NSAIDs have a
significant effect on pain with in individuals with knee OA. This may be explained by a high level
of physical of activity is associated with 1.35 times greater risk of cartilage lesion (Kumar et al.,
2014). Therefore, the load on the knee joint (EKAM) and knee cumulative loading in individuals
with medial knee OA are most important with treat medial knee OA.
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2.15.3. Conservative management approaches

The conservative interventions recommended by the UK national guidelines for their safety and
effectiveness in pain relief and improve function (National Institute for Health and Clinical
Excellence (NICE), 2008) There are a plethora of conservative management approaches in the
literature include exercises, education, weight loss if overweight or obese, hot and cold packs, and
orthotics. Nevertheless, these are expensive interventions that require regular revising depending on
the patient’s age and level of physical activity (Griffin et al., 2011).

This review here will focus on two of the most common: strength exercises and orthotic

management.

2.15.3.1. Exercise

Exercises are recommended as a core intervention for people with knee osteoarthritis to reduce pain
and improve function (Zhang et al., 2008), but they do not reduce the EKAM, and thereby may
increase disease progression (Andriacchi, 1994; Bennel et al., 2010; Hinman al., 2013). An
observational study found that stronger quadriceps were not associated with reduced progression of
knee OA when the muscle strength was assessed by isokinetic dynamometry at baseline and 2.5
years later for 79 subjects with knee OA (Brandt et al., 1999). Moreover, stronger quadriceps
muscles were correlated with higher progression of knee OA in individuals with medial knee OA
(Sharma et al., 2003a). Chang et al., (2005) observed that there was a correlation between hip
abductor muscle weakness at baseline during walking and the progression of knee OA over 18
months. They suggested that strengthening hip abductor muscles may reduce the load on the knee
joint in individuals with knee OA. However, this correlation between muscles strengthening and
knee loading (the EKAM) does not find in any recent studies (Bennell et al., 2010; Foroughi et al.,
2011; Ferreira et al., 2015).

In a randomised control trial (RCT) of a 6-month high intensity progressive resistance training
programme found that the first peak knee moment in the frontal plane did not reduced (Foroughi et
al., 2011) in individuals with medial knee OA whereas, pain and function were improved by
strengthening hip and knee muscles. EKAM reduction was not observed after 12-week home
exercise programme (Bennell et al., 2010), 6-week strengthening exercise programme (Al-Khlaifat
et al., 2015), and no correlation was found at baseline (Kean et al., 2015).

An intervention study was performed by Bennell et al., (2010) with 89 individuals with medial
tibiofemoral OA. They were divided into a 12-week home exercise programme group and a no

intervention control group. They found that knee pain, physical function, and muscle strength were
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improved significantly in the intervention group at 12 weeks comparison with the control group.
However, the EKAM was increased in the exercise group over 12 weeks (Bennell et al., 2010). In a
recent study, the authors investigated the relationship between hip abductor muscle strength and
EKAM in 99 subjects with mild to moderate medial knee OA (Kean et al., 2015). They found that
there was no correlation between the EKAM and hip abductor muscle strength at baseline (r=0.04,
p >0.05).

In a recent systematic review that investigated the effect of exercise on EKAM in individuals with
medial tibiofemoral OA (Ferreira et al., 2015), it was found that knee pain and physical function
significantly improved in the exercise groups compared to the control groups (sham groups);
however, no significant differences have been shown between strengthening and control groups
regards the EKAM reduction. They concluded that an exercise intervention may not protect
individuals with medial knee OA from joint loading. Therefore, reducing the knee pain with
exercises in individuals with medial knee OA whilst the EKAM is still high, may increase disease
progression over the time. However, the physical activity may be improved by exercise but the
adherence of the individuals to exercise continuation is poor (Pisters et al., 2007) and exercises
unfortunately have no effect on knee loading.

As medial knee OA is a mechanical disease, GRF displacement more medially to the centre of knee
joint, biomechanical intervention is needed to alter the GRF line alongside pain score.

As medial knee OA is a mechanical disease, altering the joint to be closer to the GRF or altering the

vector to be closer to the knee joint are appropriate methods to reduce knee loading.

2.15.3.2. Conservative orthotic management

Valgus knee braces and lateral-wedge insoles are common methods used to alter the GRF line
directly and indirectly, respectively, and to thereby diminish the load on the knee joint and reduce
the symptoms in individuals with medial knee OA. Valgus knee braces are used to decrease the load
on the medial tibiofemoral joint by correcting the varus knee alignment in individuals with medial
knee OA (Horlick and Loomer, 1993) by applying three-point forces to their affected knee (Pollo et
al., 2002). As depicted in Figure 2-11, force F1 is being applied by the force strap, while forces F2
and F3 are being applied on the thigh and leg in a lateral direction to decrease the medial
compartment load (Pollo et al., 2002). This gives the intervention a direct application encompassing

the knee joint.
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Figure 2-11: Valgus knee brace with three-point forces. Force (1) represents medial directed force applied by
force strap, forces (2) & (3) represent lateral force applied on thigh and led (Pollo et al., 2002).

Valgus knee braces have a significant positional effect on symptoms, as knee stability, knee pain,
physical function and walking speed were improved in individuals with medial knee OA (Hewett et
al., 1998; Pollo et al., 2002; Ingvarsson et al., 2010; Jones et al.,, 2013a).The EKAM was
significantly reduced with valgus knee braces by 11% (Pollo et al., 2002) and 7% (Jones et al.,
2013a) and thereby disease progression was delay (Miyazaki et al., 2002). However, Hewett et al.
(1998) did not find any reduction in EKAM in individuals with medial compartment OA when using
knee braces. This may be explained by the use of different designs of knee braces in the studies and
the adherence among patients to wearing the knee braces.

While valgus knee braces improved pain (Van Raaij et al., 2010), function, and decreased knee
loading in individuals with medial knee osteoarthritis (Fantini-Pagani et al., 2012), they are
expensive and some individuals may refuse to wear braces once prescribed (Squyer et al., 2013).
They may also cause skin sensitivity, and reduce knee flexion during walking in individuals with
medial knee OA (Kirkley et al., 1999; Richards et al., 2005). Jones et al., (2013a) compared the
biomechanical and clinical effects of valgus knee brace and lateral wedged insole in individuals with
medial knee OA. They found that there were no significant differences between these two
interventions in pain and function improvement; however, the lateral wedged insoles showed greater
levels of acceptance by patients. In addition, lateral wedged insoles significantly reduced the first
peak of EKAM and KAAI compared to knee brace (Jones et al., 2013a). Therefore, they are

discussed in the following sections.
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2.15.3.3. Lateral Wedge Insole

Lateral-wedge insoles (LWIs) are a simple conservative approach in treating medial compartment
knee OA. In comparison with valgus knee braces, there are an indirect orthotic intervention, low-
cost, simple to use intervention that, were first reported by Sasaki and Yasuda in 1986. A lateral
wedged insole (Figure 2-12) is an insert for shoes, whose the lateral border is thicker than medial
border to shift the centre of pressure (COP) and the line of the ground reaction force (GRF) more
laterally to the knee joint by altering the angle of the calcaneus into a valgus position (Pollo, 1998).
Therefore, as the moment arm decreases, this result in a reduced load on the knee joint in individuals
with medial compartment OA of the knee joint (Kerrigan et al., 2002; Kakihana et al., 2005).

\ Lateral
wedge
insq\es

GRF

o
is

A 1 B
Figure 2-12: (A) Typical LWI (posterior view), (B) Effect of LWI on GRF line & moment arm (anterior
view) (Reeves & Bowling, 2011).

The calcaneus angle plays a critical role in the kinetics of the knee joint. Therefore, by everting the
foot when using lateral wedged insoles by altering the angle of calcaneus into valgus position (Pollo
et al., 1998), the knee joint is moved laterally towards the centre of the body, moment arm reduced
and thereby the EKAM is decreased and thereby varus knee alignment is reduced (Sasaki and
Yasuda, 1987). Therefore, lateral wedged insoles are recommended by the National Collaborating
Centre for Chronic Conditions (2008) and by 13 out of 14 international guidelines for the
management of knee OA, American Academy of Orthopaedic Surgeons (AAOS) not recommended
LWIs, 2008, (Jorden et al., 2003; Zhang et al., 2010). Using lateral-wedge insoles is considered a
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conservative (non-pharmacological) intervention in individuals with knee OA (Jordan et al., 2003;
Bennell and Hinman, 2005; Zhang et al., 2010) to potentially reduce symptom exacerbation and
disease progression by altering the GRF and decrease the load on the knee joint (NICE, 2008). In
order to fully understanding the role of lateral-wedge insoles in medial knee OA, the biomechanical

and clinical effects will be presented in the next sections.

2.15.3.3.1. Biomechanical effects:

Lateral wedged insoles were compared with medial wedged insoles in the first gait analysis study
performed by Ogata et al (1997) in 40 healthy participants (control group; no insoles) and 50
individuals with medial knee OA (treatment group; lateral and medial wedged insoles). They used
a uni-axial accelerometer to investigate the lateral and medial thrust at the knee joint during early
stance. They found that the load on the medial compartment was reduced by using lateral wedged
insoles, whereas, it was increased by using medial wedged insoles. However, the biomechanical
effects of insoles on knee thrust were investigated in Ogata et al., (1997) study, not the kinetic
variables (e.g. EKAM). Ogata et al (1997) recommended lateral wedged insoles for patients with
painful medial compartment OA, as the lateral wedged insoles have been used to reduce medial
thrust. Crenshaw et al., (2000) was the first study that investigated the effect of lateral wedged
insoles on kinetics at the knee joint (e.g. EKAM) in 17 healthy participants. They measured
temporal, spatial, angles, and forces variables at hip, knee, ankle with and without 5° lateral wedged
insoles using three-dimensional gait analysis. There were no significant differences in any variables;

however, the EKAM significantly reduced in 14 participants by an average of 7.3%.

The biomechanical effect of lateral wedged insoles on the EKAM was investigated and compared
to a shoe without an insole and a shoe with a neutral insole (flat insoles) (Kerrigan et al., 2002). The
first peak EKAM during early stance was significantly reduced by 5.3% in the 5° lateral wedged
insole group compared to the no insole group of individuals with medial knee OA. Moreover, there
was a significant reduction in the first peak EKAM (3.8%) in 5° lateral wedged insoles compared
with neutral insoles (Kerrigan et al., 2002). The 2nd peak EKAM was significantly decreased in the
group using lateral wedged insoles compared to the other groups (no insole and neutral insoles).
Therefore, the results showed that the EKAM was reduced during walking in the lateral-wedge
insole group compared to the walking with no insoles and walking with non-wedged insoles groups.
The results suggested that lateral wedged insoles are biomechanically effective and reduce loading
on the medial compartment in medial knee osteoarthritis patients. Hinman et al., (2008) results
support these results in a matched population.
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The immediate effect of lateral wedged insoles were investigated in an RCT study (Hinman et al.,
2008). Forty participants wore their usual shoes with and without lateral wedged insoles (5-degree
inclination, made of high density ethylene-vinyl acetate) in random order to investigate the
immediate effect of lateral wedged insoles in individuals with medial knee OA (Hinman et al., 2008).
The first peak EKAM was reduced by 0.22 Nm/Bw.Ht% with an improvement in walking pain of
roughly 24% when participants wore their shoes with lateral wedged insoles (Hinman et al., 2008).
A similar effect was found in 28 patients with knee OA after they wore standardised shoe with 5-
degree lateral wedged insoles over two weeks compared to baseline (same footwear with flat insoles)
in a crossover study (Jones et al., 2013a). The EKAM and KAAI were significantly reduced when
using the lateral wedged insoles by 12% and 16.15 compared to baseline, respectively.

Moreover, in the first study which evaluated whether the effect of lateral wedged insoles declined
over one month in 20 individuals with medial knee OA (Hinman et al., 2009). The 1st and 2nd peaks
of the adduction moment, as well as the KAAI, were reduced similarly significantly at baseline
(immediate effect) and after a 1-month follow-up using a 5° lateral-wedge insole for an average of
8 hours a day compared to the control group (no insoles) (Hinman et al., 2009). Additionally, they
found that the higher users of the LWIs demonstrated similar reductions in the EKAM and KAAI as
subjects who were low users. They concluded that the immediate beneficial effects of the lateral
wedge insole on the EKAM remained even after the insole had been worn for one month and that
the EKAM did not decline over one month (Hinman et al., 2009).

In addition, the effect of lateral-wedge insoles on knee loading was investigated over 12 months and
compared to neutral insoles (comparator insoles) (Barrios et al., 2013). Nineteen participants were
assigned to each group (lateral wedged insoles and neutral insoles) and assessed at baseline and after
12 months via three-dimensions. The groups were not significantly different for age and
radiographic disease severity at baseline. Barrios et al., (2013) found that the EKAM and KAAI
were significantly decreased using lateral-wedge insoles (high density-70 durometer) over 12
months on two visits (baseline and one month later) and compared to neutral insoles. Therefore,
there was a significant difference between both sessions of the lateral wedged insole group and this
differences was observed between both groups over 12 months which means that the lateral wedged

insoles have a significant effect on the EKAM.

It has been identified from the findings of the large cohort study conducted by Hinman et al., (2012)
that 5° lateral wedges (57.5 Shore A hardness) immediately decreased the peak knee adduction
moment and knee adduction angular impulse where the knee ground reaction force lever arm

decreased with 5-degree lateral wedges. The findings of the research study explained that lateral
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wedges decreased peak knee adduction moment and knee adduction angular impulse by 5.8% and
6.3%, respectively, in individuals with knee OA. The centre of pressure was displaced more laterally
when using lateral wedged insoles and thereby the length of the moment arm (knee ground reaction
force lever arm) was reduced, and thereby reducing the EKAM (Hinman et al., 2012). The
effectiveness of lateral wedged insoles on the EKAM in individuals with medial knee OA has been
confirmed in a recent systematic review (Radzimski et al., 2012) which recommended high-density
insoles, and it was observed in the majority of the studies that they maintain their effectiveness over
time (Hinman et al., 2008, 2009 & 2012; Jones et al., 2013a & 2014). A recent systematic review
stated that custom-made insoles with high density ethyl vinyl acetate (57.5-70 shore type A) is an
effective and recommended to maintain effectiveness of lateral wedged insoles over the time where
the high density (e.g. > 55 durometers) represent a high resistance to compressive deformation
(Radzimski et al., 2012). Additionally, a recent review performed by Hinman (2013) concluded that
the EKAM which is a surrogate measure of medial compartment load is reduced significantly by
wearing lateral wedged insoles in individuals with medial knee OA. A recent meta-analysis
performed by Arnold et al (2016) found that the LWI resulted in a small but statistically significant
reduction in the 1% peak and 2" of the EKAM with ineffective on disease progression in individuals
with medial knee OA. This may be explained by the reduction in knee loading was small and thereby
it has supposed that a larger reduction in knee loading may be reflected on structural changes and
delay disease progression. However, evidence has shown that the risk of progression of knee OA
increased 6.46 times when the first peak of EKAM increases by 1% (Miyazaki et al., 2002) and
thereby any reduction in knee loading may have beneficial effect on disease progression. The other
potential reasons this may LWI does not effective on progression of knee OA is that. The other
potential reasons is that the effectiveness of LWI on disease progression may be diminished by other
factor such as changing in level of physical activity where a high physical activity (stepping >10,000
steps/day) not recommended for individuals with knee OA and associated with 1.35 times greater
risk of disease progression (Dore et al., 2013; Lin et al., 2013). However, no previous studies have
been undertaken before on level of activity in medial knee OA with the LWI intervention.

A recent study by Jones et al., (2014) found that a 5-degree lateral wedged insole with medial support
significantly reduced the EKAM and KAAI by 6.29% and 5.55%, respectively, compared to baseline
(control shoes) in individuals with medial knee OA and that there were no significant differences
between treatments groups (5-degree lateral wedged insoles with and without medial support).
However, the difference between LWIs (with and without support) in term of EKAM reduction was

1.08% for lateral wedged insoles with medial support (Jones et al.,, 2014) alongside it was
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comfortable for the users. The reduction of the EKAM was diminished by 1% over six months when
wearing the lateral wedged insole without medial support may be because it was not comfortable
(Duivenvoorden et al., 2014). They found that there was no significant difference in the maximum
knee flexion moment (KFM) between control shoe and LWIs, even it increased in medial supported

lateral wedged (biomechanical responders) group by 2.73%.

Different inclination of lateral wedged insoles

The amount of wedging of lateral wedged insoles is one of the potential reasons for the variation in
the magnitude of EKAM reduction among the existing studies. However, a higher wedge offers
greater reduction, but it causes greater discomfort for the users (Kerrigan et al., 2002; Butler et al.,
2007; Radzimski et al., 2012). This discomfort could diminish the effect of lateral wedged insoles
in clinical findings as Jones et al., (2014) conclude that discomfort for long term when using lateral
wedged insoles may result in knee pain. Additionally, greater care should be taken to prevent
subtalar joint injuries by excessively increasing movement and joint moment (eversion) at the rear-
foot (Butler et al., 2007), and therefore the amount of wedging plays a critical role when choosing
lateral wedge insoles in this thesis. According to a 1% increase in the EKAM on the 1st peak EKAM
has been shown to be associated with a 6.46 times higher risk of knee OA progression (Miyazaki et
al., 2002) and a 1mm laterally displacement of the line of GRF decreases the EKAM by 2% on the
1st peak EKAM (Shelburne et al., 2008). Thus, any reduction in the EKAM is considered significant.
Kerrigan et al., (2002) have evaluated the effect of lateral-wedge insoles inclined at 5° or 10°
compared to no insoles and wearing non-wedged insoles on EKAM in individuals with medial knee
OA. The results suggested that both lateral wedged insoles were biomechanically effective at
reducing the EKAM in individuals with medial knee OA; however, the 5° wedge was more
comfortable than the 10° wedge to wear inside one’s own shoes. They demonstrated that the EKAM
significantly reduced by 6% by wear the 5° lateral-wedge insole (Kerrigan et al., 2002).

Butler et al., (2007) compared different degrees of wedging, ranging from 5°-15°, regards comfort
in individuals with medial knee OA, and they showed that higher wedging caused more discomfort
for users. A 5-degree wedge was recommended for individuals with medial knee OA in terms of
comfort compared with higher wedging, whereas the difference between 3.5 and 5-degree wedge
was quite small and no users reported any issues with 5-degree (Kakihana et al., 2004; RadzimskKi
et al., 2012; Hatef et al., 2014). Thus, a 5-degree wedge offered a greater reduction in the EKAM
and when considering comfort score, the 5-degree lateral wedged insoles offered the best solution
for medial knee OA.
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2.15.3.3.2. Clinical effects

The effect of lateral wedged insoles on clinical outcomes (pain and analgesic intake) was first
investigated in individuals with medial knee OA (Sasaki and Yasuda., 1987). Knee pain and walking
ability were improved in individuals with medial knee OA using a combination of lateral-wedge
insoles with NSAIDs (Indomethacin, 600 mg/day) in comparison with patients who only used
NSAID treatment over one to five years with mild to moderate knee OA (Sasaki and Yasuda, 1987).
Knee pain did not improve in the NSAIDs group because the EKAM may increase over the years
(Miyazaki et al., 2002). Mailefert et al., (2001), in a prospective study conducted over six months,
investigated the effect of lateral wedged insole and neutral insoles relation to NSAID intake in
individuals with medial knee OA. The medication intake was reduced in the lateral wedged insole
group compared with the control group (neutral insoles) over six months. Moreover, NSAID intake
was measured by Pham et al., (2004), in prospective study over two years. It compared a lateral
wedge insoles group with a neutral insoles group (control group) in individuals with medial knee
OA. They reported that the number of days with NSAID intake was reduced in the lateral wedged
insoles group. Therefore, those results confirmed that LWIs have reduced the NSAIDs intake
compared to control groups (no intervention and neutral insoles). Additionally, individuals with
knee OA use NSAIDs to relieve knee pain and a reduction in NSAIDs intake potentially result of a
reduction in knee pain. Pham et al (2004) also found that there was no statistically significant
difference between the two groups regarding pain improvement; however, the compliance was
satisfactory (85.8% for LWI group) over two years. One potential reason that pain reduction did not
occur is that the effectiveness of LWIs may be decreased over the years because of loss of density,
and thus the clinical effect of LWI may be diminished (Radzimski et al., 2012). Therefore, LWIs
with high density (55 and 70-durometer density foams) have been shown effective over time and are

used in the majority of studies (Kerrigan et al., 2002; Bennell et al., 2011b; Jones et al., 2013a).

In a more recent study, Baker et al., (2007) conducted a crossover trial, detecting a small effect of
lateral-wedge insoles on pain with medial knee OA patients. Eighty-six participants were
randomised to receive a 5° lateral-wedge insole or a neutral insole for 6 weeks (average 7 hours/day)
following a 4-week washout period. They concluded that there was no obvious clinical or statistical
significance between the groups regarding pain and NSAIDs intake; however, the pain improved in
the lateral wedge insole group compared to the neutral group (difference was 13.8). One potential
reason that pain and NSAIDs did not significantly changed in LWI's group is that the LWIs worn
in the affected side only, whereas the neutral insoles were worn on the contralateral side in treatment

group. Therefore, this asymmetry may effect on the clinical outcomes. The other potential
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confounding factor is that there was no significant improvement in knee pain compared to the neutral
insole because the individuals may experience a placebo effect from the neutral comparator insoles
(Parkes et al., 2013). Parkes et al., (2013), in a recent meta-analysis, noticed that in 12 trials where
the control group used a neutral insole, the lateral-wedge insole showed no association with a
reduced WOMAC pain score. Therefore, they concluded that a lateral-wedge insole does not reduce
pain more effectively than a neutral insole. One of the potential reasons for this is that the individual
would receive a placebo effect from the comparator insole, which would be reflected in their pain

response.

Lateral-wedge insoles immediately improve knee pain and physical function in individuals with
medial knee OA after three months compared with their own shoes (with no insoles) (Hinmain et
al., 2008). The knee pain and function improved by 22% and 20%, respectively, in participants with
medial knee OA after wearing lateral wedged insoles for 3 months. They were assessed at baseline
and three months later by Western Ontario and McMaster Universities Osteoarthritis Index
(WOMAC) (Hinman et al., 2008). The effectiveness of 5° lateral wedged insoles and neutral insoles
was investigated in individuals with medial knee OA over one month and at a one-year follow-up
(Barrios et al., 2009b). They found that WOMAC pain and function subscales improved significantly
in both groups (lateral wedged insoles group and neutral insoles group) at a one month and a one-
year follow-up compared to baseline and they had the same clinical effect. However, there was no
significant difference between results at the one month and the one-year follow-up in a between
groups comparison. This could be explained by the fact that individuals would receive a placebo
effect from neutral insoles (control group). However, the EKAM was not measured by Barrios et al
(2009b), but it was found to be increased (KAAI as well) with neutral insoles compared to 5-degree
lateral wedged insoles over one year in individuals with medial knee OA in another study (Barrios
et al., 2013). Therefore, it is possible that cumulative knee loading may be increased in the lateral
wedged insoles group, resulting in an improvement in physical activity (stepped more steps), and
therefore knee pain was observed over one year in a lateral wedged insoles group. Similarly, there
were no significant differences in WOMAC pain and function subscales over 12 months when using
5-degree lateral-wedge insoles (intervention group) compared with neutral insoles (control group)
(Bennell et al., 2011b). Moreover, Bennell and her colleagues (2011b) showed a small mean
reduction in WOMAC pain and function subscales when comparing between groups. However,
these reductions were smaller and made a minimally clinical important difference. This small
difference may be explained by that the knee pain and function were assessed only twice with a long
period between them (at baseline and after 12 months).
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Importantly, the number of steps was measured in Bennell et al.,’s (2011b) study in both groups
during baseline and over 12 months using pedometers (Omron HJ-005, worn at the waist) as a
secondary outcome measurement. They stated that the number of steps did not significantly increase
over 12 months compared with baselines and between groups; however, the number of steps
decreased in the neutral group by -874 steps/day (11.5%). This decrease in the number of steps in
the neutral group could be due to knee pain because the level of activity is affected by the presence
of knee pain in individuals with knee OA (Van Damme et al., 2004; Goubert et al., 2004; Cavanaugh
etal., 2007; Rakel etal., 2012; Wideman et al., 2014). In contrast, as shown in Table 2-3, the number
of steps was increased by + 151 steps/day (1.9%) with a minimal mean reduction in knee pain when
5-degree lateral wedged insoles were used. There are many potential explanations for minimal
reduction of knee pain. Firstly, the EKAM was not measured in their study, therefore it is not known
whether LWI had a biomechanical effect which are supposed to reflect on clinical findings. The
other potential reasons is that the EKAM was reduced by wearing 5° lateral wedged insoles (was
not measured in this study) and as result of that the knee pain decreased significantly at any time
point, between baseline and before the second assessment, and thereby the number of steps increased
significantly as well. Therefore, the individuals with medial knee OA would walk to their pain
threshold and the levels of pain went up before the second assessment. The third potential
explanation is that the LWI was effective on knee pain throughout the intervention but because of
the changing in the amount of the knee loading during activity, the effect of LWI on knee pain was
diminished. Additionally, presence of back pain and foot pain, which appeared in a low percentage
of the 5-degree lateral wedged group, may not be directly due to wearing 5° lateral wedged insole,
but it could be additional proof for improvement in physical activity and discomfort insoles. Also,
Bennell et al., (2011b) used 5° lateral wedged insoles made from ethyl-vinyl acetate, the high density
of these insoles (similar to a running shoe), which were uncomfortable for users. Jones et al., (2014)
found that comfort score and pain rating were strongly correlated, therefore pain response may be
affected by the comfort of the insoles. Finally, the adherence of the individuals to wearing the
pedometer may have been low, and thus some of the activity levels may not have been recorded.
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Table 2-3: Difference in pain, function, and number of daily steps within and between groups from baseline
to 12 months follow-up (Bennell et al., 2011b).

Baseline (Week-0) Month-12 Within group (Diff)
outcomes LWI Neutral LWI Neutral LWI Neutral
Pain 4.0 4.3 3.1 3.1 0.9 1.3
(0-10)

WOMAC-pain 7.1 7.2 6.4 6.2 0.7 1.2
(0-20)

WOMAC-function 23.7 23.6 20.8 20.1 3.1 4.0
(0-68)

Steps/day 7908 7562 8059 6688 | +151 (1.9%) | -874 (11.5%)

Knee pain and NSAID intake were investigated in individuals with medial knee OA by using 5°
lateral wedged insole (made of ethyl-vinyl acetate) (Hatef et al., 2014). They concluded that a 5°
lateral wedged insole was more effective for pain than a neutral insole; the mean differences were
29.3% and 6.25% for LWI and neutral insole, respectively, compared to baseline (within group);
however, the pain was significantly reduced in both groups over 2 months compared to baseline.
Additionally, the number of NSAIDs taken was reduced significantly in the group with 5° lateral
wedged insoles compared with baseline, but this reduction was not shown when neutral insoles were
used over 2 months. This reduction in the number of NSAIDs taken may indicate a reduction in knee
pain because of lateral wedged insoles. The results of Hatef et al (2014) showed the differences
within groups at baseline and 2-month follow-up for each group, but the differences between groups

were not calculated in this study.

To conclude this section, the EKAM reduction occurs immediately and after a period in individuals
with medial knee OA when using lateral wedged insoles. Moreover, evidence has demonstrated that
lateral wedged insoles with a 5-degree inclination with medial support and with > 55 shore A
hardness (especially 70 Shore A hardness) offer a greater EKAM reduction with more comfort for
the users and maintain their effectiveness in the long-term, and therefore offer the best treatment for
medial knee OA. Knee pain and functional improvement were also found when using lateral wedged
insoles in comparison with baseline (Barrios et al., 2009b; Jones et al., 2013a) and control groups
(no insole) (Hinman et al., 2008), but recent randomised trials have failed to find that reduction in
comparison with a neutral insole (Baker et al., 2007; Bennell et al., 2011; Parkers et al., 2013). Jones
and his colleagues (2014) investigated the relationship between responders (decreased EKAM) and
non-responders (increased EKAM) and knee pain (using KOOS pain subscale) in 70 patients with
medial knee OA. They concluded that there is no obvious relationship between change in knee
medial loading when wearing LWIs and corresponding change in knee pain. However, knee pain
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reduction was significant in medially supported lateral wedged insole compared to control shoe
(Ecco Zen) (p<0.001).

Thus, 5° lateral wedged insoles offered a significant EKAM reduction, greater comfort for users and
may have diminish clinical effect with considering cumulative knee loading during physical activity
in knee OA. Therefore, the pain reduction may not have been observed because overall activity

changed and individuals walked to their respective pain level.
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2.16. Gaps in literature

In reviewing the literature, the external knee adduction moment has been shown to be an objective
measure for progression of medial knee osteoarthritis (Miyazaki et al., 2002). Conservative
treatments are designed to reduce this EKAM which ultimately would aim to have a clinical effect
as well as a biomechanical effect. Evidence has shown that the external knee adduction moment is
reduced significantly when using lateral-wedge insoles (Jones et al., 2012; Jones et al., 2013),
however, pain and physical function do not improve significantly (Radzimski et al., 2012; Parkes et
al., 2013; Hinman et al., 2013). One of the potential reasons this may not occur is that an activity
profile has changed and they walk to their respective pain level. The other confounding factor in
studies investigating pain is that the individual would receive a placebo effect from the comparator
insole and therefore objective measures are needed in addition to simple subjective pain measures.
It is therefore not known if a change in the activity level of the individual is seen with lateral wedge
insoles which may counteract the reduction in symptoms that the individual is experiencing when

on treatment.

Furthermore, the results of such a trial should have a combined output which targets both the clinical
(pain, activity) and biomechanical. This would then determine whether LWIs are an the most
efficacious treatment of medial knee OA. Additionally, evidence has shown that physical activity
may correlate and affected by knee pain score. Moreover, a high physical activity (doing> 10.000
steps/day) is not recommended in individuals with knee OA because this level of activity was
correlated with cartilage loss.

In conclusion, to our knowledge, no study has investigated the effect of lateral wedge insoles on
activity level using an activity monitor. Moreover, no study has investigated the effect of LWIs on
osteoarthritis pain, level of physical of activity, and knee loading in one study. Cumulative knee
loading which considers the level of physical activity will be investigated in individuals with knee
OA to determine any change that may occur after one and six week use of LWIs and whether the
cumulative knee loading increased alongside physical activity. Therefore, this study will be the first
study to investigate in cumulative knee load after LWIs intervention.

In order to fulfil these gaps in literature we plan to perform a trial whereby individuals with medial
knee OA will wear a lateral wedged insoles for a period of six weeks repeated activPAL3 monitor

collections (for three separate weeks).
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2.16.1. Objectives of the PhD

The following will help us to understand the effect of lateral wedged insole on knee loading, level
of physical activity, and knee pain. Secondly, they will allow us to determine if lateral wedged

insoles are an efficient intervention for patients with medial knee OA.

2.16.2. Aims and Hypotheses

The primary aims are to determine whether a lateral wedged insole improves physical activity in
individuals with medial knee OA and whether this improvement concurrent with reductions of the

knee loading. Five hypotheses will be tested in this thesis:

1. To determine any reduction in knee load with using lateral wedged insole in comparison to the

comparator group.

- Null hypothesis, There will be no significant reduction in the external knee adduction moment in

the group using the lateral wedged insole compared to the comparator group.

2. To determine if there is any change in activity level due to using the lateral wedged insole

compared to the comparator group.

- Null hypothesis, There will be no significant difference in level of physical activity in the group
using the lateral wedged insole compared to the comparator group.

3. To determine any change in pain and function after wearing lateral wedged insole in comparison

to the comparator group.

- Null hypothesis, There will be no significant difference in knee pain and function in the group

using the lateral wedged insole compared to the comparator group.

4. To determine any change in cumulative knee loading lead in the group using the lateral wedged

insole compared to the comparator group.

- Null hypothesis, There will be no significant difference in cumulative knee loading in the group

using the lateral wedged insole compared to the comparator group.

5. To determine any improvement in dynamic balance after using lateral wedged insole in

comparison to the comparator group.

- Null hypothesis, There will be no significant difference in dynamic balance in the group using the
lateral wedged insole compared to the comparator group.
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Moreover, this study will help to identify whether the physical activity will be recommended to
measure objectively as a primary measurement alongside knee pain in knee OA research studies.

However, before any study can be embarked upon, the repeatability of the methods that will be used

in the study will be undertaken in the next chapter

63



Chapter Three

Test-retest repeatability of gait, and dynamic balance data

3.1. Introduction

This thesis aimed to investigate the effect of lateral wedged insoles on physical activity, pain, gait
kinetics and kinematics, and dynamic balance in individuals with medial compartment OA of the
knee joint at baseline, one week, and six weeks, respectively. Moreover, it investigated the effect on

knee pain, physical function, and quality of life (self-report questionnaires).

Therefore, the aim of this chapter is to assess the test-retest repeatability of the gait kinetics and
kinematics, and dynamic balance in medial knee OA patients between days. This will ensure that
the differences between the outcomes at the end of the period of intervention are as a result of the
intervention itself and not of measurement error or the investigator's mistakes in measuring these
outcomes (Schwartz et al., 2004), As the individuals will be assessed twice (after one week and six

weeks later) in this thesis, the repeatability between-days has been investigated.

The three-dimensional (3D) gait analysis are reliable and routinely used to measure gait (kinetic and
kinematic parameters) to determine any alterations that may take place in the presence of knee OA
or other lower limb pathologies (McGinley et al., 2009; Zeni and Higginson, 2009). Previous
literature has demonstrated that the repeatability of the gait kinematics and kinetics using a motion
analysis system and force platforms in healthy adults was high (Kadaba et al., 1989). They used a
Helen Hayes marker set in healthy individuals, sections (3.3.1). In term of one of the primary
outcome measures in biomechanically based studies in medial knee OA, the EKAM is the main
objective measure. However, to our knowledge, there is only one study that has investigated the
consistency of the EKAM to measure the knee load in individuals with medial knee OA
(Birmingham et al., 2007). In the current study, we have used a different marker set, the Calibrated
Anatomical System Technique (CAST). The main reason behind choosing the CAST marker set
compared to Helen Hayes marker set is there could be errors that translate down the limbs in the
Helen Hayes marker set such that inaccurate placing of the pelvis markers, could lead to inaccurate
foot motion. Secondly, soft tissue artefacts are likely to be greater as markers and wands are placed

on the skin (see section 3.4.5.3).

Control of balance during standing (static) and movement (dynamic) is essential and is affected by

various components such as physiological changes in the neuromuscular system (muscle weakness),
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the aging process, the sensory system, and proprioceptive impairments (Skinner et al., 1984; Doherty
et al., 1993; Stevens et al., 2008; Muir et al., 2010). The inability of a body to maintain stable on a
supportive base during movement or physical activity is known as a dynamic balance deficit
(Gribble et al., 2012) and has been shown to be a risk factor for falls in the elderly (Stalenhoef et al.,
2002) and older people with OA (Hoops et al., 2012). The impairments in these components are
found in individuals with knee osteoarthritis (OA) causing deficits in balance (Hinman et al., 2002;
Lin et al., 2009). Balance is an important attribute in individuals with knee osteoarthritis and a valid
and reliable method is needed, which has high confidence and small errors, to allow for use in
intervention studies. In medial knee OA studies, the step test has been utilised but in this study, a
more dynamic assessment is used called the star excursion balance test (Hinman et al., 2002) and

the reliability of this measure has never been assessed in studies with medial knee OA.

3.2. Aims

The aims of this section are to investigate the consistency of the instruments in producing the same
results in individuals with medial knee OA at two different points in time separated by at least one
week, and to determine the error associated with these measurements so that any difference found

between the intervention periods is a true difference.

3.3. Background

3.3.1. Gait analysis

The primary aim of this thesis to investigate the effect of a lateral wedge insole on level of activity,
gait kinematics and kinetics, dynamic balance, and ultimately, it is effect on knee pain and function
in medial knee OA. One of the primary outcome measures is the EKAM and the factors that affect
reproducibility of the external knee adduction moment in gait assessments need to be appreciated.

When assessing gait within the laboratory, there are some external factors that could affect the results
such as marker placement, walking speed, or data processing errors (Schwartz et al., 2004).
Instability of the markers on bony prominences during the test appeared to be the greatest error in
gait analysis (Croce et al., 1997) due to the movement of skin and muscles during gait. One approach
that has been suggested to reduce skin movement artefacts is by having markers on rigid clusters
(Cappozzo et al., 1996) that are placed on the thigh and shank (Figure 3-1) which have been
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demonstrated to show less soft tissue movement than those applied directly to the skin (Angeloni et

al., 1992). No previous study has investigated the test-retest repeatability of this marker approach.

Figure 3-1: Shank cluster with straps for fastening (http://www.qualisys.com)

A previous study by Birmingham et al (2007) investigated the test-retest reliability of the peak knee
adduction moment during walking in 31 subjects (21men, 10 women) with medial compartment
knee osteoarthritis. They used a modified Helen Hayes marker set which was developed by Kadaba
et al (1990) (Figure 3-2). The peak knee adduction was found to be an appropriate outcome for use
in studies where interventions aimed to reduce dynamic knee loading on the medial compartment in
subjects with medial knee OA (Birmingham et al., 2007).
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Figure 3-2: Modified Helen Hayes marker set (Kadaba et al., 1990).
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They suggested that the intraclass correlation coefficient and the standard error of measurement
(SEM) were used to estimate the reliability of the external knee adduction moment. Birmingham
and his colleagues (2007) found that ICC of the external knee adduction moment in individuals with
medial knee OA during walking was 0.86 and SEM was 0.36 %BW.Ht. In addition, the mean
difference in the EKAM between test sessions was 0.1% (BwxHTt), (two separate test sessions at last
24 hours apart and within 1 week), which indicates an excellent reliability (Birmingham et al., 2007).
A similar finding was reported with a previous reliability study that evaluated healthy individuals.
Kadaba et al (1989) reported that the EKAM had high reliability when evaluated with 40 healthy
individuals on separate days (ICC was 0.9).

3.3.2. Balance

There are several tools that currently exist for measuring balance impairments statically using
postural sway test (Hinman et al., 2002) and dynamically using step test (Bennell et al., 2010) or
may be by using star excursion balance test in knee osteoarthritis. The postural sway test is
commonly used to assess static balance using force platforms (Kollegger etal., 1992), but falls and
loss of balance occur during dynamic activities and therefore this is potentially less able to identify
individuals at risk of falls due to balance impairments compared to dynamic test (Shumway-Cook
et al, 1997 & 2000). In the current literature, the most commonly used test is the step test, whereas

the star excursion balance test is another possible method.

3.3.2.1. Step Test (ST)

The step test (ST) is a common method uses to measure dynamic standing balance in individuals
with knee OA (Hinman et al., 2002; Lim et al., 2008, Bennell et al., 2003 & 2010) and developed
by Hill (1996). In this test, an individual’s ability to place one foot on to a 15¢cm-high step and then
back down on to the ground (double limb support) repeatedly as fast as possible for 15 seconds is
assessed. The single leg stance is tested by recording the number of steps taken during this time.

It has been shown that the number of steps significantly decreased (P< 0.001) in individuals with
knee OA compared to a control group using the ST (Hinman et al., 2002). The ST would only assess
dynamic standing balance in one direction (anterior) and neglect the distance between standing base
and the 15 cm high step that may play a vital role in body stability during the movement. However,
the ST assesses the individuals stepping their foot as fast as they can to evaluate their balance and is

a test of endurance rather than functional balance.
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3.3.2.2. Star Excursion Balance Test (SEBT)

The Star Excursion Balance Test (SEBT) is a simple, inexpensive test, used to measure dynamic
balance (Gribble et al., 2012) that incorporate a single-leg stance with maximum reach of the other
leg (Olmsted et al., 2002). It is performed by measuring the maximal distance that will be reached
by one leg in different directions, and then returning slowly to the starting position (double support)
while keeping balance throughout the test (Olmsted et al., 2002; Gribble et al., 2007). The directions
relative to the supporting leg on the platform are; anterior (A), anterolateral (AL), anteromedial
(AM), posterior (P), posterolateral (PL), posteromedial (PM), medial (M), and lateral (L), and the
difference between them equals 45° (Olmsted et al., 2002) (Figure 3-3).
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A Posterior Posterior B

Figure 3-3: Eight reaching directions (A) Right leg stance (B) Left- leg stance (Gribble & Hertel, 2003).

Evidence has recommended doing four practice trials followed by three test trials in each of the eight
directions because the learning effect was found in the first four trials (Robinson and Gribble, 20083;
Munro and Herrington, 2010). However, focusing the assessment to specific directions that are
performed by certain muscles is a potential method to save time (Olmsted et al., 2002; Herrington
et al., 2009). The anterior and medial directions will be proposed for testing with knee OA patients
because the quadriceps muscle and gluteus medius muscle are the most affected in knee OA and
become weak (Slemenda et al., 1997; Chang et al., 2005).
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3.4. Method

3.4.1. Sample size

The sessions were all completed at the University of Salford Gait Laboratory which has a strong
record in musculoskeletal research and clinical gait analysis. The Research Ethics Panel (REP) of
the Academic Audit and Governance Committee at the University of Salford approved the study
(HSCR14/07). Ten subjects who have been diagnosed with medial tibiofemoral OA were recruited
in this study. The participants were postgraduate students, staff at University of Salford, and

volunteers who live in Manchester and accepted our invitation.

The participants were recruited through; an invitation letter that was sent directly to the participants
have who have knee OA and posters that were attached to notice boards in most university buildings.
The subjects who met the following inclusion and exclusion criteria were asked to consider taking

part and signed the informed consent forms.

3.4.2. Inclusion criteria:

To define medial knee OA, a participant must have met all of the following; their ages between 40-
85 years where upper age limit due to the amount of walking involved in the study. If they complain
of Pain with walking (using KOOS question), they need to have at least mild pain walking on a flat
surface - clinical diagnosis by qualified clinician. If the participants were diagnosed with mild-
moderate medial knee OA by GP based on the clinical and radiographic criteria, using Kellgren and
Lawrence scale (K/L) (Kellgren and Lawrance, 1975), and according to the criteria of the American
College of Rheumatology (ACR) (Altman et al., 1986). (KL grade 2 or 3 in the tibiofemoral joint
(TFJ) knee OA is usually classified (Felson et al., 1997). If they complain of medial tenderness either
by their own indication that this is where they have pain or by examination showing tenderness at
the medial TF joint line — Clinical diagnosis by qualified clinician. Absence of PF tenderness on
examination. They are able to walk for 100 meters non-stop - participant response, speak and
understand English to read the information sheet and sign consent form and they can walk without

any walk assistive.

3.4.3. Exclusion criteria:

Participants were be excluded if the pain is more localized to the patellofemoral joint on examination
than medial joint line, have tricompartmental knee osteoarthritis or have grade 4 medial tibiofemoral

osteoarthritis on the Kellgren Lawrence scale. Other exclusions include a history of high tibial
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osteotomy or other realignment surgery or total knee replacement on the affected side. In addition, a
history of Knee Arthroscopy with the last 6 months, Intra-articular injection into the treatment knee
in the last 3 months, any foot and ankle problems that will contraindicate the use of the footwear load
modifying interventions, or inflammatory arthritis including Rheumatoid Arthritis. If the participants
complain of complex pain conditions such as Diabetic Neuropathic pain, fibromyalgia. The
participants were excluded if they have severe coexisting medical morbidities, or currently use, or
have used, orthoses of any description prescribed by a Podiatrist or Orthotist within the last 2 months.
If the participants cannot understand procedures, unable to walk unaided and have to rely on a stick,
crutch or frame, or cannot walk for 100 meters without stopping they were also be excluded, as they

may be unable to complete the full testing protocol.

3.4.4. Balance assessment procedure

Each participant was instructed to change into a T-shirt and shorts to perform the tests freely and
without any restriction due to their clothes. Participants were not permitted to wear any shoes to
remove any factors that could impact on their balance and could not use hand support during the
test. After taking the demographic details, the participants were asked to undertake the following

tests randomly with one-hour gap between them to minimize any fatigue.

3.4.4.1 Star Excursion Balance Test (SEBT) procedure

A modified SEBT device was used to assess dynamic balance in individuals with medial knee OA.
This device uses the same principle as the original SEBT that was described by the previous studies
(Kinzey and Armstrong, 1998; Robinson and Gribble, 2008; Munro and Herrington, 2010). Instead
of taping lines on the ground as in the original version (Figure 3-4a), a movable platform with a long
bar and a small block on the bar is used to determine the reach distance that gain by the participants
(Figure 3.4b). Evidence has recommended performing four practice trials followed by three test
trials in the eight directions to remove the learning effect (Robinson and Gribble, 2008; Munro and
Herrington, 2010).
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Figure 3-4: (a) Original SEBT (b) Modified SEBT (Munro and Herrington, 2010).

Participants stood barefoot on the middle of the platform and were asked to slide the indicator
(block) on the bar as far as possible using the distal part of their other foot. Participants stood facing
the bar for the anterior direction and stood with their side to the bar for the medial direction. Then,
participants performed this test 7 times (4 times practice and 3 times as a test) for each direction
(anterior and medial) (Figure 3-5). The reach distance was recorded in centimeters and then
participants returned their foot to the platform (double stance) without losing their balance. The trials
were considered successful if the participants pushed the block and did not stop on it, did not push
the block suddenly and/or quickly, and did not touch the bar or floor while returning to the platform.
If they did any of these, the test had to be repeated. The tested leg was chosen randomly and each
leg was tested in different directions before switch to other leg to minimise fatigue. The foot position
was identified accurately on the platform and recorded to help determine the correct position (same
position) for the other leg and for the second session with aligning the heel with the centre of the
grid and great toe with the anteriorly projected line. The participants were instructed to keep the heel
of the stance foot on the platform with hands free. The same procedure and order was followed in

the second session.
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Figure 3-5: Star excursion balance test for left limb (a) anterior direction, (b) medial direction.

Limb length has been found to be correlated significantly with reach distance, therefore normalized
excursion distance was used (Gribble and Hertel, 2003). The normalized balance distance was
calculated by dividing the distance reached by the individual’s limb length (distance between
anterior superior iliac supine and medial malleolus) and multiplying by 100 (Gribble and Hertel,
2003).

3.4.4.2. Step Test (ST) procedure

The supporting limb was chosen randomly and the test was performed once only with one practice
trial before the test to avoid any potential muscle fatigue. Two sides were tested with one-minute
rest between them. To perform the ST, the participants stood on one leg while stepping the
contralateral foot onto a 15 cm step up and then back down to the floor repeatedly as fast as possible
for 15 seconds (Hill, 1996) (Figure 3-6). The investigator stood beside the participants to hold them
if they lose their balance during the test and zero was recorded if this occurred. The number of times
the participants stepped their foot up and down was recorded.
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Figure 3-6: Step test, participant stood on the affected leg (Right).

3.4.5. Gait analysis procedure

3.4.5.1. Equipment

Gait assessment and testing was conducted at the podiatry laboratory at the University of Salford.
For kinematic data collection, a 16 Oqus 300 infra-red cameras (Qualisys AB, Gothenburg, Sweden)
sampling at 100Hz were used to capture the location of the reflective markers which were placed on
the participant’s limbs during the test stages. Kinetic data were collected using four force platforms
(BPA400600, AMTI: Advanced Mechanical Technology Incorporation, Watertown, USA)
sampling at 1000 Hz. These force platforms lie within the walkway (10 metres long, 2 metre wide).
(Figure 3-7).

Figure 3-7: The gait laboratory with 16 infra-red cameras (Qualisys Oqus motion analysis system) and four
force platforms.
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The 16 infrared cameras had to be positioned and adjusted in proper position around the walkway
in podiatry gait laboratory to give the best possible view of the markers during trials to achieve
complete data collection. All 16 cameras were then checked to ensure that all markers are

detectable in the camera’s field.

3.4.5.2. System calibration

System calibration was performed in two steps. A static calibration was performed to determine the
position and orientation of the 16 cameras in relation to the global co-ordinates system of the
laboratory using L-Frame with four reflective markers which were placed onto the corner of the
force plate, with the arms parallel to the edges of the plate (Figure 3-8).

Figure 3-8: L-shaped metal frame with four markers.

Secondly, a dynamic calibration was performed to calibrate the walkway volume, so any motion in
the measurement volume would be recorded, by waving the T-shaped wand which has two reflective
markers (Figure 3-9), throughout the walkway for 60 seconds. The distance between the markers is
750.43mm.
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Figure 3.9: T-shaped wand with two markers.

The laboratory co-ordinate system is represented by the L-Frame, which consisted of the following
axes; X is the anterior/posterior axis, Y is the medial/lateral, and Z is the vertical axis. In this study,
the positive X-axis points anteriorly (forward), the positive Y-axis points medially (to the left), and
the positive Z-axis points upward. Once the calibration procedures had been completed, the
calibration residual results showed whether the calibration has been successful or not. Therefore, the
results for each camera must be below 1mm, and the standard deviation of the wand length must be

below 1mm to be acceptable and the calibration to be considered successful.

3.4.5.3. Location of reflective markers

To calculate the kinematics, the position and orientation of the body segments (POSE) are identified
using retro-reflective markers. Cappozzo et al., (1996) found that the skin movement artefacts
(movement between markers and underlying bone) were a major error during the walking trial.
Therefore, the Calibrated Anatomical System Technique (CAST) method was used in the current
study to minimise skin movement artefacts by using rigid cluster plates (Cappozzo et al., 1995 &
1996). This technique relies on determining the POSE using anatomical markers (the individual
markers positioned over bony prominences) and technical markers (the cluster markers positioned
over fleshy areas). The anatomical markers are only essential during the static trial to determine the
positions and axes of the joints while the technical markers are fixed over fleshy areas to track the
motion of bones during the dynamic trial. Therefore, this technique decreases the skin movement
artefacts as the displacement error of the markers is greater over bony prominence than over fleshy
areas (Cappozzo et al., 1996).
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3.4.5.4. Biomechanical model

As previously mentioned, a different markers set has been used in this study when compared to a
previous gait study which was performed by Birmingham et al (2007). They used the conventional
gait model (modified Helen Hayes marker set) which uses 15 markers to define body segments
(Davis et al, 1991b, Kadaba et al, 1990). In the conventional gait model markers set, a minimal
number of markers have been used with a large distance between them, only three rotational degrees
of freedom for the hip and knee and two degrees of freedom for the ankle are used, and the
anatomical markers are used to track the segments in this method (Cappozzo et al., 2005). Therefore,
this method is potentially more affected by skin movement artefacts and is very sensitive to any
noise in the data (Cereatti et al., 2007). In addition, only two tracking markers are used in the
conventional gait model to provide each segment, which means that the movement of the distal
segment depends on the proximal segments (Kadaba et al, 1990). This means that identifying the
position and orientation of a segment independently of other segments is impossible. So, in the Helen
Hayes model, any error is transferred from a segment to the other and introduces increased

measurement error (Schwartz et al., 2004).

Therefore, considering the previous reasons, a six degrees of freedom (6DOF) marker set model was
applied in this study whereby four retro-reflective markers are attached to a rigid segment are used
to track the segment (movement of the segment) and each frame of data specifies the position and
orientation of the segment. Each joint (or each segment) is determined independently using 6DOF,
meaning it has three translational (vertical, anterior/posterior, medial/lateral), and three rotational
(transverse, sagittal, frontal) motions. The motion of rigid segments can be fully described by
measuring three independent translational DOF (position) and three independent rotational DOF
(orientation). Therefore, each segment is calculated independently and thereby some of the errors
which were introduced by the previous model have been decreased by using 6DOF and clusters
(Cappozzo et al, 1996; Cereatti et al., 2007).

3.4.5.5. Collection of kinematics and kinetics data

Infra-red is released from light emitting diodes (LEDs) by the 16 Oqus cameras. Infra-red is then
reflected from the markers back to the camera thus giving the two dimensional point of each marker.
Then, the composed two-dimensional co-ordinates and the relative position of the cameras to the
laboratory co-ordinate system calculate the three-dimensional co-ordinate. For the three-

dimensional position, each marker must be identified by at least two cameras during the trial
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(Cappozzo et al., 2005). At least, three retro-reflective markers on each cluster must be detected
clearly by the cameras to determine the position and orientation of the body segment. The nearby
body segment is determined by the same way and the angle between them is calculated, for example;

range of motion (Kaufman and Sutherland, 2006).

3.4.5.6. Gait data collection procedure

The gait laboratory and equipment at the University of Salford were prepared, checked, and
calibrated (see section 3.4.4.2.) before each session to ensure they worked appropriately to collect
the data.

3.4.5.6.1. Participants preparation

Once the participant arrived at the gait laboratory, the whole study and the procedure were explained
in full and once the participant was familiarised with the testing procedures and happy, the consent
form was been completed and signed after answering any questions the participants still had. Each
participant was then asked to wear shorts and a comfortable T-shirt. Height and mass were measured

and recorded and then given standard shoes (Ecco Zen, Figure 3-10) to wear.

Figure 3-10: Standard insole (Ecco Zen).
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Following this, Forty-four anatomical and technical (tracker) retro-reflective markers (14 mm
diameter) were placed on the skin of the lower limbs using hypoallergenic double sided adhesive
tape (Figure 3-11).

Figure 3-11: Retro-reflective markers, cluster pads, bandages, and hypoallergenic double sided adhesive
tape.

In standing, anatomical markers and technical markers were attached bilaterally to the lower limbs
of the participant using hypo-allergenic adhesive tape and Fabiofoam SuperWrap bandages.
Anatomical markers were fixed at anterior superior iliac spines (ASISs), posterior superior iliac
spines (PSISs), iliac crests, right and left greater trochanters, lateral and medial femoral epicondyles,
and lateral and medial malleoli. For technical markers, four rigid plastic clusters with four markers
on each (orientation and distance between markers are fixed) were attached to the pelvis, thigh,
shank using Fabiofoam SuperWrap bandages to ensure that migration of these pads down the limbs
is avoided. Four retro-reflective markers (on 1st, 2nd, 5th metatarsal, and calcaneus) were glued
onto shoes, which is assumed to act as a rigid body, and will reduce markers displacement during
the trial. In total, 44 retro-reflective markers were placed on the participants (16 anatomical markers

and 28 technical markers) (Figure 3-12).
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Figure 3-12: Anatomical and technical markers (anterior and posterior views).

These markers were placed on the participant through palpation by the physiotherapist (main
investigator) following measurement of the distance between each marker to identify the exact
location of the markers and to improve the accuracy of their position between two sessions (Figure

3-13), this method is a similar version to what was used by Jones (2010).
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Figure 3-13: Anatomical markers location measurement for between-day test.

3.4.5.6.2. Test procedure

Prior to data collection, height and mass were measured and the standard shoes (ECCO Zen)
(without insoles) were worn by the participant. Then, for static trial, the participant was asked to
stand on a force platform for 10 seconds and static images (three-dimensional) were obtained from
the sixteen infra-red cameras. All markers must be identified by the cameras and anatomical
reflective markers were removed leaving only the cluster plates on the shank, thigh and pelvis
(technical markers) to decrease skin movement artefacts (Cappozzo et al., 1996). The participant
was then asked to walk 10 times at a self-selected walking speed through walk-way. Five successful

trials (participant’s foot must strike the force platform, complete stance by one foot within one force
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platform) were analysed. The trial was considered successful if the participants touch each force
platform with one foot and the whole foot must strike the force platform in the middle. However, if
the two feet touch the same platform or the edge of the force platform, this would result in a
measurement error of the ground reaction force, so the trial was repeated. The participants were not
informed about the force plates to prevent altering their gait pattern. This test procedure was repeated
after a week with the same procedure (between-days).

3.4.5.7. Data processing

The collected data were processed using Qualisys Track Manager (QTM) software (Version 2.9),
and Visual3D (V3D) software (Version 5.01.23, C-Motion Inc, Rockville, MD, USA), Microsoft
Excel 2010 (Microsoft, Washington, USA), and SPSS (Version 20, IBM Corporation) respectively.
Firstly, each marker was labelled for each walking trial (successful five trials) for each participant
using QTM (figure 3-14a). These walking trials (c3d) were exported to V3D to create biomechanical
model and report (figure 3-14b).

Figure 3-14: (a) Qualysis Track Manager, (b) Visual 3D Model.
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The model is referred to as a six degree of freedom (6DOF) model due to having six variables; three
variables describe segment translation in three orthogonal axes (vertical, anterior/posterior,
medial/lateral) and three variables describe the rotation about each axis (transverse, sagittal, frontal)
to describe the POSE in 3D space. The 6DOF biomechanical model was built where the participants’
height (m) and body mass (kg) were entered. The biomechanical model was defined (Table 3-1) to
determine the proximal and distal joints and tracking markers. The hip joint centre was calculated
based on the anterior and posterior superior iliac spine markers whilst knee and ankle joint centres

were calculated as midpoints between the malleoli and femoral epicondyles, respectively.

Table 3-1: Segments, proximal & distal joint and tracking markers

segment | Proximal joint Distal joint Tracking markers
Pelvis e Right anterior e Right posterior Pelvis cluster belt
superior iliac spine superior iliac spine | (4 markers)
o Left anterior e Left posterior
superior iliac spine superior iliac spine
Thigh e Medial femoral Thigh cluster
e Hip joint centre condyle (two clusters; 4
e Lateral femoral markers for each)
condyle
Shank e Medial femoral e Medial malleolus Shank cluster
condyle e Lateral malleolus (two clusters; 4
e Lateral femoral markers for each)
condyle
Foot e Medial malleolus e 1% metatarsal head
e Lateral malleolus e 5" metatarsal head

Following the creation of the biomechanical model, the raw kinematic data was interpolated with a
maximum gap fill of ten frames. The data were then low-pass filtered to minimise the noise, remove
the high frequency component, and retain the movement signal because the movement signal is
limited to a band of low frequencies. Cut-off points of 6Hz for kinematics (Winter, 2009) and 25Hz
for kinetics (Schneider and Chao, 1983) were used to filter the data using Butterworth fourth order
method (Schneider and Chao, 1983; Winter, 2009). Normalised stance phase was applied for the
kinetic data whereas normalised gait cycle was used for kinematic data. Each gait variable of interest
was exported from V3D to Microsoft Excel 2010. Discrete values such as the maxima and minima

of the kinematic and kinetic data were also extracted.
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3.4.6. Statistical analysis

As the planned study will investigate the effect of lateral wedged insoles on several outcomes in
individuals with medial knee OA, this study has been undertaken to ensure that the differences
between outcomes at the end of the intervention are a result of the intervention itself and not of
measurement errors or investigator’s mistakes in measuring the outcomes. Therefore, an analysis
was performed to determine the consistency of kinematic and kinetic parameters during walking in

individuals with medial knee OA in between two different sessions (between-day).

Mean, Standard Deviation (SD), Standard Error of Measurement (SEM), and Intra-class Correlation
Coefficients (ICC) were used to assess the test-retest reliability, which is the consistency of the
results. The mean is the average of data whereas the SD is a measure of data variability around the
mean. SEM is used to determine absolute reliability and was calculated by using the following
formula: SEM = SD*v (1-ICC) (Harvill, 1991; Thomas et al., 2005). A lower SEM demonstrates
better reliability (Baumgartner, 1989), and therefore the researcher can estimate the range of true
improvement by eliminating the percentage error. The ICC (3k), two-way mixed model to measure
the average of reliability, is a measure of consistency of measurements, and it is classified to describe
the range of ICC values as following criteria; more than 0.75 is excellent, from 0.4 to 0.75 is fair to
good, and less than 0.4 is poor reliability (Fleiss, 2011). The Minimal Detectable Difference (MDD)
uses to define that amount of change in a variable that must be achieved to reflect a true difference
and it was calculated using the formula; 1.96 * SEM * 1.4142 (Kean et al., 2010). This value is
required to detect the minimal change which will be considered clinically significant and the greater
the reliability of the measurement, the smaller the MDD (Kropmans et al., 1999). In addition, for
gait data, Coefficients of Multiple Correlation (CMC), the shapes of the waveforms, were used to
measure the strength of similarities of each variable and compare each joint angle and moment
waveform (Kadaba et al, 1989). CMC can be any value from zero (0) to positive one (+1). The closer
the result is to one, the higher the reliability. According to Growney et al., (1997), similar waveforms
with values more than 0.8 demonstrate high test-retest reliability. The CMC was used by Kadaba et
al., (1989). All statistics were performed using The Statistical Package for the Social Sciences (SPSS
20, IBM, New York, USA). However, SEBT and ST are two different instruments measuring
dynamic balance, therefore the Bland and Altman Plots test and Kappa test were not calculated. The
reason those tests are not applicable is that they measure dynamic balance in different unites. The
SEBT measures the reached distance by centimetre and the ST measures the absolute number of

steps up and down.
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3.5. Results

The current study investigated the repeatability of gait kinematic and kinetic data, step test, and star
excursion balance test in individuals with medial knee OA. The participants performed the tests at

two sessions with one week apart.

3.5.1. Participants

Ten participants with confirmed medial knee OA were recruited in this study (9 males, 1 female)

completed the study with the mean and standard deviation (SD) shown in Table 3-2.

Table 3-2: Demographics of the participants

Subjects Gender Age Affected Height Mass Body Mass
(years) Knee (cm) (kg) Index
(kg/m2)
1 M 42 L 167.5 87 31.01
2 M 43 R 168 82 29.05
3 M 44 L 164 70 26.03
4 F 40 R 168 67 23.74
5 M 42 L 173 88 29.40
6 M 43 L 177 92 29.40
7 M 44 R 184 99 29.24
8 M 53 L 179 85 26.53
9 M 51 L 181 93 28.39
10 M 53 R 171 80 27.36
Mean ( £SD) OM, 1F | 46(+4.88) | 6L, 4R | 173 (+6.68) | 84.3 (x10) | 28 (+2.12)

3.5.2. Test-retest reliability of gait kinematic and kinetics

Walking speed did not differ significantly between sessions (p=0.37). The mean and SD of CMC of
joint range of motions (ROM), moments and ground reaction forces (GRF) are presented in Table
3-3 and Table 3-4. The results demonstrated excellent reliability in the majority of the gait kinematic
and kinetic data in individuals with medial knee OA with CMC >0.91, whereas the lowest CMC

was for foot progression with 0.68.
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Table 3-3: Mean, SD of the coefficient of multiple correlation (CMC) of joint range of motion (ROM) for
all participants in shod condition.

Mean SD*

Hip angle -y 0.97 0.04
Hip angle -z 0.91 0.06
Knee angle -y 0.97 0.03
Knee angle -z 0.94 0.08
Ankle angle -y 0.94 0.05
Ankle angle —z 0.82 0.08
Hip angle —x 0.99 0.01
Knee angle —x 0.99 0.01
Ankle angle —x 0.98 0.01
Foot progression —z 0.68 0.13

*SD= Standard Deviation
X (sagittal) =Flexion/ Extension, Y (frontal) = Abduction/Adduction, Z (transverse) = Internal/ External
Rotation

Table 3-4: Mean, SD of the coefficient of multiple correlation (CMC) of moments and ground reaction
force for all participants in shod condition.

Mean SD*

Hip Moment —x 0.97 0.01
Hip Moment —y 0.98 0.01
Knee Moment —x 0.93 0.04
Knee Moment -y 0.98 0.01
Ankle Moment —x 0.99 0.01
Ankle Moment -y 0.81 0.11
CRF-2 0.99 0.01
CRF -y 0.99 0.01

*SD= Standard Deviation
X (sagittal) =Flexion/ Extension Y (frontal) = Abduction/Adduction Z (transverse) = Internal/ External
Rotation

85



The mean, SD, SEM, MDD and ICC of kinetic and kinematic parameters for hip, knee, and ankle
in individuals with medial knee OA are shown in Table 3-5, Table 3-6. The results for hip moments
and angles demonstrated high between-day reliability with the ICC ranging from 0.699-0.988, the
SEM ranging from 0.01- 0.10 Nm/kg and 0.10°-0.46° with MDD 0.02-0.28 Nm/kg and 0.29°-1.26°
for hip moments and angles, respectively. Kinetic and kinematic parameters for knee joint including
KAAI showed excellent test-retest reliability with the ICC ranged from 0.89-0.99 and the SEM
ranging from 0.01- 0.03 Nm/kg and 0.11°-1.14° with MDD 0.02-0.07 Nm/kg and 0.29°-3.15° for
knee moments and angles, respectively. The results for ankle moments and angles demonstrated
high between-day reliability with the ICC ranging from 0.922-0.99 the SEM ranging from 0.01- 0.05
Nm/kg and 0.10°-0.46° with MDD 0.02-0.13 Nm/kg and 0.42°-2.74° for ankle moments and angles,
respectively. The foot progression demonstrated excellent reliability (ICC > 0.988), the SEM
ranging from 0.15°-0.23° with MDD ranging from 0.42° and 0.63°. The reliability of the ground
reaction forces was excellent with ICC >0.91, SEM<0.01. Bw and MDD<0.02 .Bw. The between-
day reliability of the EKAM, which used in the main study as a primary outcome, is excellent where
the ICC was 0.99 with small SEM and MDD, 0.002 Nm/kg and 0.01 Nm/kg, respectively, in

individuals with medial knee OA.
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Table 3-5: Mean, standard deviation (SD), Standard error of measurement (SEM), Minimal detectable
difference (MDD), and Intraclass correlation coefficient (ICC) of kinetic parameters for hip, knee, and ankle
in all individuals.

('\fgg‘) SEM | MDD | ICC*
1.00
Hip Moment_x max (so15) | 003 | 008 | 0954
(Nm/kg) Min (;%217) 002 | 004 | 0946
0.7
peakl (005 | 001 | 002 | o0ses
H'p(',\\l/'r?]r/':g;t Y trough ( 106.553) 006 | 016 | 098
peak2 ( fdﬁfs) 010 | 028 | 0949
0.52
Kinee Morment —x max (soos) | 002 | 004 | 0957
(Nm/kg) min (;%.50%) 003 | 007 | 089
0.52
peakl (soos) | 0002 | 0oL | 0se4
Kne?len?/Tg)m Yy trough ( 196.3013) 001 | 002 | 0968
peak2 ( 364513) 001 | 002 | 098
151
Ankle Moment —x max (£0.04) 0.05 0.13 0.989
(Nm/kg) min (;%%)93) 001 | 002 | 0942
0.14
Ankle Moment -y max (x0.03) 005 | 013 1 0971
(Nm/kg) min Goon | 001 | 003 | 094
Max Fz1 ( +1c'>0c?3) 001 | 002 | 0958
GRF- : 0.79
B Min Fz2 (soor) | 0004 | 0oL | 066
107
Max Fz3 (£0.02) 0.01 0.02 0.914
. 013
GRF_y Min ooy | 001 | 002 | 095
(*BW) 0.16
Max (0.01) 0.01 0.02 0.997
- 0.2
KAAI (Nm/kg)*s oos) | 001 | 003 | 0079

X (sagittal) =Flexion/ Extension Y (frontal) = Abduction/Adduction Z (transverse) = Internal/ External Rotation
*Significant value P<0.05
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Table 3-6: Mean, standard deviation (SD), Standard error of measurement (SEM), Minimal detectable
difference (MDD), and Intraclass correlation coefficient (ICC) of kinematic parameters for hip, knee, and

ankle in all individuals.

Mean (xSD) SEM | MDD | ICC*
_ max 4.42 (+0.56) 012 | 0.32 | 0.956
Hip angle -y -
(degree) min -10.22 (+0.59) 013 | 0.36 | 0.952
ROM 14.62 (+0.83) 046 | 1.26 [ 0.699
_ max -2.99 (¥1.02) 029 | 072 | 0.936
H'&gg?;g)z min 1912 (:0.72) | 014 | 040 | 0.96
ROM 16.13 (x1.21) 025 | 070 | 0.957
max 6.05 (£0.47) 017 | 0.46 | 0.879
Knee angle -y min 111.30 (+0.86) | 022 | 060 | 0937
(degree)
ROM 17.35 (+1.03) 028 | 078 | 0.925
max 9.36 (+1.07) 026 | 072 | 0.941
Kneeangle—z 1% G 1252 (+1.27) | 029 | 080 | 0.948
(degree)
ROM 21.88 (+1.64) 024 | 0.67 | 0.978
max 5.87 (+1.03) 015 | 042 | 0.978
Ankle angle -y I G -8.19 (+0.97) 029 | 058 | 0.954
(degree)
ROM 14.06 (+1.62) 026 | 073 | 0974
max 8.25 (+1.47) 028 | 078 | 0.963
Ankle angle —z min -4.45 (+1.40) 029 | 058 | 00978
(degree)
ROM 12.70 (#1.75) 044 | 1.23 | 0.936
Max Flexionl 33.11 (+1.12) 019 | 0.54 0.97
Hip angle —x Min Flexion -2.73 (+0.75) 010 | 029 | 0.981
(degree) Max Flexionx2 38.85 (+1.07) 0.24 | 065 | 00951
ROM 41.58 (+1.34) 016 | 0.44 | 0.986
IC 2.65 (+1.56) 042 | 117 | 0.927
Loading Respond 15.98 (+1.56) 0.32 0.90 0.957
Knee angle —x Mid-stance 6.94 (£0.95) 0.39 1.07 0.834
(degree) Term. Stance 43.67 (+3.26) 114 | 315 | 0878
Mid-swing 71.53 (£1.22) 0.18 0.50 0.978
ROM 64.59 (+0.81) 011 | 029 [ 0.983
IC 3.57 (+1.04) 099 | 274 | 0.991
Loading Respond -4.72 (£0.88) 0.21 0.57 0.945
Ankle angle —x —
(degree) Max Dorsiflexion 20.34 (+0.86) 0.24 0.67 0.922
Min Dorsiflexion -11.49 (£1.67) 0.25 0.69 0.978
ROM 31.83 (+1.64) 027 | 075 [ 0.973
Foot Progression-z max 13.57 (x1.71) 0.15 0.42 0.992
(degree) min 2.64 (+2.07) 023 | 063 0.988

X (sagittal) =Flexion/ Extension Y (frontal) = Abduction/Adduction Z (transverse) = Internal/ External Rotation.

*Significant value P<0.05
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3.5.3. Test-retest reliability of dynamic balance test

The mean, SD, SEM, 95%CI, MDD, and ICC of the SEBT and ST for the affected and contralateral
sides are presented in Table 3-7, 3-8, and 3-9.

3.5.3.1. Star excursion balance test

The results show that the raw excursion distance demonstrated excellent test-retest reliability (Table
3-7). The ICCs were 0.927 and 0.966, the SEMs were 1.25 cm and 1.17 cm, and the MDDs were
3.47 cm and 3.24 cm for the anterior and medial direction, respectively, in the affected side.
Moreover, ICCs were 0.931 and 0.929, SEMs were 1.06 cm and 1.39 cm, and the MDDs were 2.93
cm and 3.85 cm for the anterior and medial direction, respectively, for contralateral side which
indicated excellent reliability.

Table 3-7: Raw balance excursion of SEBT

Side Direction Mean SD 95% ClI SEM | MDD | ICC
Session | Session (cm) | (cm)
1 2
Affected Anterior | 71.42 | 70.40 | 4.64 | 68.04-73.78 | 1.25 | 3.47 | 0.927*
(cm)

Medial 70.96 | 7043 | 6.34 | 66.77-74.62 | 1.17 | 3.24 | 0.966*

Contralateral | Anterior | 75.16 75.33 | 4.02 | 72.75-77.74 | 1.06 2.93 | 0.931*
(cm)

Medial 7393 | 7416 | 521 | 70.82-77.28 | 1.39 | 3.85 | 0.929*

*Significant value P<0.05

In the normalised excursion distance (Table 3-8), ICCs were 0.962 and 0.981, SEMs were 1.73%
and 1.53%, and the MDDs were 4.80 % and 4.24 % for the anterior and medial direction,
respectively, in the affected side. Moreover, ICCs were 0.966 and 0.965, SEMs were 1.42% and
1.78 %, and the MDDs were 3.94 % and 4.92 % for the anterior and medial direction, respectively,

in contralateral side. This results show an excellent reliability of the normalised excursion distance.
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Table 3-8: Normalised (% lower limb length) balance excursion of SEBT results

Side Direction Mean SD 95% CI SEM | MDD | ICC
Session | Session (%) | (%)
1 2
Affected Anterior | 81.65 80.49 7.18 | 76.62-85.53 | 1.73 | 4.80 | 0.962*
(%) **
Medial 81.10 80.59 8.96 | 75.28-86.39 | 1.53 | 4.24 | 0.981*
(%)
Contralateral | Anterior | 85.91 86.11 6.63 | 81.90-90.12 | 1.42 | 3.94 | 0.966*
(%)
Medial 84.56 84.81 8.04 | 79.70-89.67 | 1.78 | 4.92 | 0.965*
(%)

*Significant value P<0.05
**Percentage of lower limb length

3.5.3.2. Step test

The results of the ST show that the test-retest between-days reliability was fair with no significant
relationship between the sessions (p>0.05) for both sides. ICCs were 0.57 and 0.465 for the knee
OA side and contralateral side, respectively; whereas the SEMs were 2.17 stepping for the affected
side and 2.60 stepping for the contralateral side in individuals with medial knee OA. The MDDs
were 6.00 stepping and 7.20 stepping for affected and contralateral sides, respectively (Table 3-9).

Table 3-9: Step test results (number of stepping in 15 second)

Side Mean SD 95% ClI SEM | MDC ICC
Session1 | Session 2
affected 14.30 14.10 3.32 12.15-16.25 | 2.17 | 6.00 | 0.574*
contralateral 17.10 16.30 3.55 14.50-18.9 2.60 | 7.20 | 0.465*

*Significant value P<0.05
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3.6. Discussion

3.6.1. Gait Data

The effect of lateral wedged insoles on knee pain, physical activity, and knee loading in individuals
with medial knee OA will be the subject of the investigation in the main study. Therefore, to
investigate the consistent of the instruments that will be used in the main study, this study was
conducted. To ensure the results of the repeated gait analysis of individuals with medial knee OA at
the end of the intervention are the results of the intervention itself, not the examiner error in

measuring the outcomes.

The results have shown excellent between-day test-retest reliability for hip, knee and ankle angles
and moments in the sagittal, coronal and transverse planes during the walking in standard shoes.
However, a good test-retest reliability (CMC= 0.6) was found for foot progression; the ICC was
excellent with 0.9. This may be due to the sensitivity of the foot movement to variability in the
walking pattern, so the similarity between the two curves may be affected as this is in respect to the
laboratory rather than a relative segment. High between-days reliability demonstrates that the
markers re-application (between-days) were accurate and the errors were minimal by applying the

method in section 3.4.5.3.

The majority of kinematic and kinetic parameters, in the current study, produced similar results for
between-day test-retest reliability in individuals with medial knee OA. Moreover, the results of the
current study were similar to most of the previous reliability studies which using a different marker
set (Kadaba et al., 1989; Andrews et al., 1996; Growney et al.,1997; Tsushima et al., 2003,
Birmingham et al., 2007). Between-day reliability using the Helen Hayes marker set was
investigated in healthy participants in the previous studies (Kadaba et al., 1989; Andrews et al.,
1996; Growney et al., 1997; Tsushima et al., 2003) except Birmingham et al., (2007) who used a
modified Helen Hays marker set with 31 patients with medial knee OA. A small sample was
recruited in Growney et al.,, (1997) and Tsushima et al., (2003), five and six participants,
respectively, therefore the results cannot be generalised.

The results of the current study showed that the reliability of hip, knee, and ankle angles in the
sagittal plane were excellent with the smallest SD and very low SEM and MDD compared to the
angles in the frontal and transverse planes. These results agree with previous test-retest reliability
reports that have evaluated healthy participants (Kadaba et al., 1989; Tsushima et al., 2003). Kadaba
et al., (1989) assessed the reproducibility of hip, knee, and ankle moments and angles in the sagittal,

frontal, and transverse planes in forty healthy participants (age range 18 - 40 years old) who walked

91



at their self-selected speed. They found that between-day reliability of hip, knee, and ankle angles
and moments were excellent in the sagittal, frontal, and transverse planes and the knee angle in the
frontal plane was good which is confirmed by the current study. The current results showed the
between-days reliability of knee angle in the frontal plane was high (CMC=0.97) compared to
Kadaba et al.,’s (1989) study (CMC=0.737), this may due to the use of a different method in the
current study or the different population group. The CMC for hip, knee, ankle angles in the sagittal,
frontal and transverse planes range from 0.82 to 0.99 in the current study, which supports the
previous findings (Collins et al., 2009). Between-days was high with CMC ranges from 0.82 to 1.00
in older healthy participants using 6DOF marker sets for the same joints and planes (Collins et al.,
2009). Moreover, the current results agree with Birmingham et al., (2007) who investigated the
between-days reliability of the EKAM in thirty-one individuals with medial knee OA. In the current
study, the ICC was 0.99 with 0.38% for the SEM while the ICC and SEM were 0.86 and 0.36,
respectively, in Birmingham et al.,’s (2007) study. The tiny difference in the results may be
explained by the instability of the markers may occurred, they used a different marker set, and the

sample size was higher in Birmingham et al., (2007).

3.6.2. Dynamic Balance

Dynamic balance is affected by medial compartment knee OA and in this study, we have determined
that the modified SEBT is both a reliable and more functional test of dynamic balance than the
commonly used ST. Both raw and normalised excursion distance demonstrated high reliability for
both sides with the anterior/medial directions with ICCs ranging from 0.92 to 0.98. However, the
ST was less reliable for the affected side (knee OA) and contralateral side in individuals with medial
knee OA, with ICC ranging from 0.57 to 0.46. So far, no studies have investigated the reliability of
the SEBT and ST in individuals with medial knee OA, therefore this study is the first study that has
compared both tests in measuring dynamic balance and evaluated the between-session reliability.
However, the test-retest reliability of the original SEBT has been investigated in many studies in
healthy subjects (Kinzey and Armstrong, 1998; Munro and Herrington, 2010).

The findings of this study support those of Kinzey and Armstrong (1998) who found that the test-
retest reliability ranged from 0.67 to 0.87 in young healthy subjects. The participants performed five
trials in four different diagonal directions; antero-medial, antero-lateral, postero-medial, and
postero-lateral with wearing shoes. This procedure could reduce the consistency of the results

because a variety of footwear may affect the reliability values by changing the balance base. Fatigue
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is another potential reason that could occur during the trials, therefore the reach distance may be
influenced significantly (Gribble et al., 2004) leading to reduce the reliability. In addition, The
findings of this study support those of Plisky et al., (2006) who found that the test-retest reliability
(between sessions) of the SEBT with normalised distances (to leg length) was excellent, with ICCs
ranging from 0.89 to 0.93; however, only three directions (A, PM, PL) were tested with athletes
subjects (Plisky et al., 2006).

Most recently, Munro and Herrington (2010) demonstrated that the between-session reliability of
the SEBT was high in all eight directions. ICCs were 0.84 and 0.86 for normalised excursion in
anterior and medial directions, respectively. Whereas, for the raw excursion, ICCs were 0.88 and
0.90 for the anterior and medial directions, respectively. Their findings were lower compared to the
current study, and this may be explained by the current study as this used modified SEBT where
very accurate lines are on the platform determining foot position accurately throughout the tests in
two sessions with the block denoting the distance reached. The participants in Munro and
Herrington’s (2010) study were younger and healthy, therefore the different age groups and diseases
may play a role as psychological reasons and may be the standard test ordering which was followed
in the current study allowed for a highly consistent performance. Additionally, it may also be
because the healthy individuals are reaching very far and the OA subjects are limited so the actual
distance is probably lower and therefore some of the variability is reduced. However, there are slight
differences in the ICC values in all the reliability studies of the SEBT (Kinzey and Armstrong, 1998;
Hertel et al., 2000; Plisky et al., 2006; Munro and Herrington, 2010) including the current study,
SEBT has shown excellent reliability to measure the dynamic balance in healthy subjects and in

individuals with medial knee OA.

To our knowledge, this study is the first study that has investigated the reliability of ST to measure
dynamic balance in individuals with medial knee OA. The current study shows that the ST has fair
reliability to measure dynamic balance for both sides (ICC>0.47-0.57). Two previous studies
investigated the reliability of step test to measure dynamic standing balance in stroke patients (Hill,
1996; Hong et al., 2012). Hill (1996) investigated the reliability of the ST to measure dynamic
standing balance in stroke patients. Test-retest reliability was high with ICC>0.88 in stroke patients.
The participants in Hill’s (1996) study were stroke patients while individuals with medial knee OA
were recruited in the current study, therefore the different groups could be the reason for the different
ICC values. Thus, this test could be suitable for individuals with cardiovascular diseases or upper
motor neuron lesion. In the majority of the knee OA studies (Hinman et al., 2002; Bennell et al.,

2010), they have used the ST with a 15 cm step height (as with this study) whereas the step height
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was 7.5 cm in Hill’s study (1996), therefore increasing step height could reduce the reliability of the
ST because the participants need stronger muscle to lift their leg higher and may lead to muscle
fatigue with repetition (less muscle performance with lower height). The same reason (variability of
step height and different population) could be behind the reduction in the ICC value (ICC=0.47-
0.57) in the current study compared to a recent study (Hong et al., 2012). They used videotapes to
record the trials (three trials) and from data of the second and third trials, ICCs were calculated
(1CC=0.981-0.993) in Chinese population with stroke. Therefore, by using the data of the second

and third trials, the learning effect could be reduced and thereby the ICC improved significantly.

As with any study, there are limitations to these results that include the relatively short time between
tests which may have created some familiarisation effect although this should be controlled with the
four practice trials for SEBT. The small sample size could be criticised although significant
correlations have been found with small SEMs. Finally, the population sample were all individuals
with mild knee OA and future studies should determine whether the results are applicable to greater

severities of knee OA.

3.7. Conclusion

This is the first study that has investigated the reproducibility of kinematic and kinetic parameters
using a rigid cluster model in individuals with medial knee OA. The EKAM was chosen to be
assessed as a primary outcome in determining the effectiveness of LWIs in the pre-post intervention
study and it has been demonstrated to have an excellent reliability to measure load on the medial
compartment of the knee joint with a small SEM and lower minimal detectable difference.
Moreover, this is the first study that has investigated the reliability of the SEBT and ST. The SEBT
was shown to be more reliable tool to measure dynamic balance in subjects with medial knee OA
with excellent ICCs, small SEMs with a lower minimal detectable difference and can accurately
determine any improvement in balance after intervention. Therefore, from the results attained in this
study, the Star Excursion Balance Test will be used in the planned study to assess dynamic balance

in in individuals with knee OA.
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Chapter Four

The effectiveness of a lateral Wedge insole on osteoarthritis Pain,
activity level and joint Loading (WPAL study)

4.1. Introduction

The medial compartment of the knee joint is ten times more frequently affected than the lateral
compartment (Ledingham et al., 1993) because it may exposed to a 2.5 times greater load than the
lateral compartment during gait and the line of the ground reaction force (GRF) passes medially to
the medial compartment of the knee joint (Schipplein and Andriacchi, 1991; Hinman et al., 2013).
This results in increased loads on the knee joint across the medial compartment of the knee joint, as
measured by the external knee adduction moment (EKAM), which is a surrogate measure of medial
knee load during ambulation (Schipplein and Andriacchi, 1991) during gait analysis (Hinman et al.,
2013). Individuals with knee OA have a higher EKAM compared to healthy subjects and thereby an
increased load on the knee joint (Schipplein and Andriacchi, 1991). The relative risk of presence
and progression of medial knee OA is associated with increased loading on the medial knee joint
during gait (Miyazaki et al., 2002; Andriacchi and Mundermann, 2006) and disease severity is
increased with a higher EKAM (Sharma et al., 1998; Hurwitz et al., 2002; Thorp et al., 2006; Landry
et al., 2007; Huang et al., 2008; Bennell et al., 2011b).

Reducing the load at the knee is suggested to be an attractive option to treat medial knee OA. One
such treatment, lateral-wedge insoles which are considered as a conservative (non-pharmacology)
intervention in individuals with knee osteoarthritis (Jordan et al., 2003; Bennell and Hinman, 2005;
Zhang et al., 2010). They are a low-cost intervention, simple to use, and are used to reduce the
EKAM by shifting the ground reaction force laterally, and thereby decreasing the moment arm
which results in a reduced the EKAM on the knee joint (Kakihana et al., 2005; Baker et al., 2007),
and thereby potentially reduce the progression of knee OA (Miyazaki et al., 2002). Whilst LWI
decreased the EKAM in individuals with medial knee OA (Barrios et al., 2013), studies have shown
that lateral wedge insoles (when compared to a neutral insole) do not reduce pain level (Pham et al.,
2004; Baker et al., 2007; Bennell et al., 2011b; Parkers et al., 2013). However, while pain level is of
utmost importance, the overall activity level of the individual may have changed which may have
resulted in more activity with the individual walking to their pain level. Therefore, physical activity
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level should be measured with lateral wedged insoles alongside pain. Measuring all parameters of
level of physical activity (duration, frequency, and type/intensity) within a specified timeframe, level
of physical activity measured in all daily life, and a measure of joint loading for each reported
activity are recommended for the collection of physical activity data by a recent study (Gates et al.,
2017).

The reduction in level of physical activity is mainly due to increased knee pain and the fear of falling
during the physical activity (McAlindon et al., 1992; Fitzgerald et al., 2004). Dunlop et al., (2011)
found that pain and function were associated with the level of physical activity in knee OA.
Moreover, reduction in activity level is the main characteristic of patients with knee OA in addition
to sedentary time (time spent in sitting and lying position) increases in individuals with knee OA
(Dunlop et al., 2011). The number of steps was shown to have decreased in knee OA patients
compared to healthy subjects and they also needed to stop whilst walking due to knee pain (Mitsui
etal., 2008; Tudor-Locke et al., 2011c; White et al., 2014). In addition, reducing the level of activity
is associated with the majority of health problems such as obesity, heart disease, diabetes, and
hypertension (Pedersen et al., 2006). Duvivier et al., (2013) found that reducing inactivity by
increasing the time spent walking or standing is more effective than one hour of physical exercise.
In addition, a recent study suggested that limiting sedentary behaviour by reducing sedentary time
and improving physical activity in individuals with knee OA might be important in maintaining their

function over the time (Semanik et al., 2015).

As mentioned in chapter two, self-report questionnaires are unreliable and cannot accurately
determine sedentary behaviours (Washburn and Montoya, 1986) while pedometers cannot measure
quiet standing and are less accurate in measuring slow walking (Kinnunen et al., 2011).
Alternatively, the activPAL3 monitor can distinguish between changes in these positions (Figure 4-
1), measures time spent sitting/lying, standing/stepping, and cadence (Dahlgren et al., 2010), and
walking length. This monitor has been validated to measure static and dynamic activity in adults
(Godfrey et al., 2007). The activPAL3 monitor is more valid and accurate to measure sedentary
behaviour in older population compared to Actigraph (Lyen et al., 2012) and it is better and more
valid to measure slow walking than the Actigraph and pedometer.
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Figure 4-1: ActivPALS3 (initial data); Yellow=sitting, Green=standing, Red=stepping in 60 minutes.

In addition, there was a strong correlation between the activPAL3 and video observation for slow
walking, time spent in sedentary position, standing, and walking (Grant et al., 2008). The activPAL3
monitor is more sensitive to reductions in sitting time than the Actigraph and it is recommended to
measure sedentary time in inactive, overweight, and old adults (Kozey-Keadle et al., 2011; Lyden
etal., 2012). Therefore, we propose that activPALS3 is an appropriate instrument to measure the level
of activity of individuals with knee OA (Godfrey et al., 2007; Aminian and Hinckson, 2012) to
measure amount of time spent in sitting/lying, standing, and walking in addition to number of steps

and cadence will be measured by an activPAL3 monitor (Dahlgren et al., 2010).

In summary, evidence has shown that the external knee adduction moment is reduced significantly
when using lateral-wedge insoles, however, pain and physical function do not improve significantly
(Radzimski et al., 2012; Parkes et al., 2013; Hinman et al., 2013). However, it is not known if a
change in the activity level of the individual is seen with lateral wedges which may counteract the
reduction in symptoms that the individual is experiencing when on treatment. No study has
investigated the effect of lateral-wedge insoles on activity level using an activity monitor and
whether a relationship exists between pain, activity level and joint loading in individuals with medial
knee OA. Additionally, there is no study that has investigated pain, EKAM and level of activity in
individuals with knee osteoarthritis in one complete study demonstrating novelty an important area
of clinic research. Therefore, this study aimed to determine any change in pain, EKAM, and level
of physical activity when using lateral-wedge insoles, compared to neutral non-wedged insoles. The
results of this study will help us to further understand the clinical and biomechanical effects of a
lateral wedge insole as an efficient treatment for early stage OA.
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4.2. Objectives of the study

The following will help us to understand the effect of lateral wedged insole on knee loading, level
of physical activity, and knee pain. Secondly, they will allow us to determine if lateral wedged

insoles are an efficient intervention for patients with medial knee OA.

4.3. Aims and Hypotheses

The primary aims are to determine whether a lateral wedged insole improves physical activity in
individuals with medial knee OA and whether this improvement concurrent with reductions of the

knee loading. Five hypotheses will be tested in this thesis:

1. To determine any reduction in knee load with using lateral wedged insole in comparison to the

comparator group.

- Null hypothesis, There will be no significant reduction in the external knee adduction moment in

the group using the lateral wedged insole compared to the comparator group.

2. To determine if there is any change in activity level due to using the lateral wedged insole

compared to the comparator group.

- Null hypothesis, There will be no significant difference in level of physical activity in the group
using the lateral wedged insole compared to the comparator group.

3. To determine any change in pain and function after wearing lateral wedged insole in comparison

to the comparator group.

- Null hypothesis H2, There will be no significant difference in knee pain and function in the group
using the lateral wedged insole compared to the comparator group.

4. To determine any change in cumulative knee loading in the group using the lateral wedged insole
compared to the comparator group.

- Null hypothesis, There will be no significant difference in cumulative knee loading in the group

using the lateral wedged insole compared to the comparator group.

5. To determine any improvement in dynamic balance after using lateral wedged insole in

comparison to the comparator group.
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- Null hypothesis, There will be no significant difference in dynamic balance in the group using the
lateral wedged insole compared to the comparator group.

Moreover, this study will help to identify the following:

e Whether the physical activity will be recommended to measure objectively as a primary

measurement alongside knee pain in knee OA research studies.

4.4. Method
4.4.1. Research Environment

The gait analysis work was completed at the University of Salford Gait Laboratory who have a
strong record in musculoskeletal research and clinical gait analysis. The gait laboratory is situated

in the Directorate of Podiatry, Allerton Building, and University of Salford.

4.4.2. Participants

Participants with an age range of 40-85 (upper age limit due to the amount of walking involved in
the study) and have been diagnosis with symptomatic medial knee osteoarthritis were recruited in

this study. The participants had to meet the following inclusion criteria to be eligible for the study.

4.4.3. Inclusion criteria;

To define medial knee OA, a participant must have met all of the following; their ages between 40-
85 years where upper age limit due to the amount of walking involved in the study. If they complain
of Pain with walking (using KOOS question), they need to have at least mild pain walking on a flat
surface - clinical diagnosis by qualified clinician. If the participants have been diagnosed with mild-
moderate medial knee OA by GP based on the clinical and radiographic criteria, using Kellgren and
Lawrence scale (K/L) (Kellgren and Lawrance, 1975), and according to the criteria of the American
College of Rheumatology (ACR) (Altman et al., 1986). These were chosen because of they need for
effective symptoms relief and to delay the need for surgery as long as possible. They need to have
definite medial narrowing and not lateral narrowing and evidence (osteophyte) of OA. Based on
recommendations from previous studies (Childs et al., 2004; Clarke et al., 2004) and because neither
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of K/L grades 0 and 1 exhibit definite joint narrowing (Felson et al., 1995; Guccione et al., 1990).
In addition, the Kellgren and Lawrence grade 2 or 3 with medial narrowing are chosen as they are
considered as mild and moderate radiographic knee OA (Thorp et al., 2006). Therefore, for a patient
to be eligible on x-ray they must fulfil the following criteria; K/L grade 2 or 3 in the tibiofemoral
joint (TFJ), the K/L grade in the TFJ must be higher than the PFJ and cannot be equal, and the medial
joint space narrowing score must be higher that the lateral joint space narrowing score and cannot
be equal. In addition, if they complain of medial tenderness either by their own indication that this
is where they have pain or by examination showing tenderness at the medial TF joint line — Clinical
diagnosis by qualified clinician. Absence of PF tenderness on examination. They are able to walk
for 100 meters non-stop - participant response, speak and understand English to read the information

sheet and sign consent form and they can walk without any walk assistive.

4.4.4. Exclusion criteria:

Participants were be excluded if the pain is more localized to the patellofemoral joint on examination
than medial joint line, have tricompartmental knee osteoarthritis or have grade 4 medial tibiofemoral
osteoarthritis on the Kellgren Lawrence scale. Other exclusions include a history of high tibial
osteotomy or other realignment surgery or total knee replacement on the affected side. In addition,
a history of Knee Arthroscopy with the last 6 months, Intra-articular injection into the treatment
knee in the last 3 months, any foot and ankle problems that will contraindicate the use of the footwear
load modifying interventions, or inflammatory arthritis including Rheumatoid Arthritis. If the
participants complain of complex pain conditions such as Diabetic Neuropathic pain, fiboromyalgia.
The participants were excluded if they have severe coexisting medical morbidities, or currently use,
or have used, orthoses of any description prescribed by a Podiatrist or Orthotist within the last 2
months. If the participants cannot understand procedures, unable to walk unaided and have to rely
on a stick, crutch or frame, or cannot walk for 100 meters without stopping they were also be

excluded, as they may be unable to complete the full testing protocol.

A clinical exam was performed by the examiner for all participants to confirm they had medial knee

OA that included palpation of the medial aspect of the knee.
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4.4.5. Sample size

Twenty participants with medial knee OA were recruited in the experiment. These 20 participants
were randomly assigned into an intervention group (LWI) and comparator group (neutral insoles),
10 subjects for each group. As no study has been undertaken before on activity monitoring in medial
knee OA with the use of interventions, the sample size has been decided pragmatically and will be

used to determine an appropriate sample size in future large-scale randomised clinical studies.

4.4.6. Recruitment

Ethical approval was obtained from Salford University (HSCR14/24) and the recruitment of
participants was from two sources; The University of Salford holds a register of individuals who
have responded to a call in regards to being diagnosed with medial knee osteoarthritis. In addition,
individuals from the local community who have been diagnosed with OA inside their knee. An invite
letters were sent with pre-paid envelopes to each of all potential participants who were interested to
take part in the study with the participant information sheet (PIS). Afterwards, the investigator
contacted the participant who did not respond or who responded but needed more explanation for
any further information in nature and requirements of the study. Only once the patient has had time
to read the Participant Information Sheet (PIS) and eligibility confirmed, gait lab appointment was
booked. (Figure 4-2)
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[ Recruitment Process

l

Patients who have been seen in the
orthopaedic and physiotherapy clinics
who have a clinical diagnosis of MKOA

The following documents will be sent:

- Invitation Letter; Tear off slip
- Information Sheet

- Pre-paid envelope (to send tear-off slip)

NO .
Contact, if > 2
Has the individual responded? weeks since
received invitation
letter
YES
YES NO

Meet the criteria, would they like to
participate?

YES

NO Thank you
& no further
contact

Contact them for more explanation
and answering any question.

Still happy to recruit?

YES

Thank you
NO for their time,
no further
contact

Baseline appointment booked

Figure 4-2: Recruitment chart flow.
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4.5. Study design and procedures

This study is aiming to understand the effect of lateral wedge insoles in comparison to neutral (non-
wedged) insoles. The randomisation slips were generated before the visits and the order of treatment
(lateral wedged and neutral insoles) was determined from these randomisations. The study was
performed in two different groups, group A is the intervention (LWI) group and group B is the
comparator group. To examine the effect of both insoles and compared between them, pre-post
intervention (parallel) study design has been used in the study involving four visits to the gait
laboratory with a six-week intervention period as detailed in Figure 4-3. In addition, this study is a
part of PhD and limited time was available to conduct this study, therefore parallel study design was
chosen. In addition, parallel study design is commonly used to compare between active treatments
vs. placebo with no carry-over effect that may be experienced with other designs (i.e. cross-over
study). The current study was conducted for six weeks to examine the effect of LWI after six weeks
and during the intervention (week one) to determine any change biomechanical and clinical changes
and then compared the findings with comparator group and baseline. In addition, a cross-over trial
was undertaken for six weeks by Baker et al., (2007), therefore six weeks was reasonable period and

allowed comparison to the Baker et al., (2007) study.
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Participants who Participants divided randomly into 2-groups,
meet inclusion 1%t visit General assessment, and activPAL
criteria for 7 consecutive days w/out any
intervention

L 2

2" visit (baseline), activPAL (collect),

Assessment gait analysis, SEBT, ALF score, Questionnaires

!

Intervention group Control group
Lateral wedged insole for 6 Neutral insole for 6 weeks
weeks
+
+
ActivPAL for 1 week
ActivPAL for 1 week

3 L

3" visit (one week after)

ActivPAL (collect), Gait analysis
KOOS (pain) questionnaire

Week 5

ActivPAL placed on
participants™ thigh for 1week

4" visit (week 6)

Re-assessment gait analysis, SEBT, ALF score, Questionnaires,
activPAL (collect)

Figure 4-3: Block diagram of study protocol.

The function of each activPAL3 device was tested by the investigator on himself before use the device

in the study to check whether the device would work appropriately and collect the activity data. This

procedure consisted of the following tests:

(i) The activPAL3 monitor collected data and distinguished the different activities such as
spent time (in sitting, standing, stepping), cumulative of steps, and number of steps at a
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specific time and the outcomes of the monitor compared with stopwatch and direct

observation.

The main investigator performed all the tasks for control and determine time (Table 4-1) at Mary
Seacole laboratory, University of Salford after he fixed the device (activPAL3) on his anterior
medial aspect thigh by adhesive tape. The collected data was analysed by the main investigator and
showed that the activPALS3 identified all the tasks correctly. This procedure was repeated once for

each device to test if the activPAL3 monitor work properly.

Table 4-1: Five tasks that performed to test the correct function of each activPAL3

Task Time steps
Normal walking For five minutes counted by the investigator
Slow walking For one minute counted by the investigator
Backward walking For one minute counted by the investigator
Standing position For one minute counted by the investigator
Sitting position For one minute counted by the investigator

(i) To check whether the devices are working properly (immediately before placed on their
high);
In this part, the device was placed on a table in two positions (vertical and horizontal) for one minute
for each position. To ensure the activPAL3 work properly and discovered the changing between the
positions. This procedure was performed for all the devices before placing them on the participants
thigh.

Visit one “Pre-baseline”

Upon arrival at the gait laboratory, the study was explained in full and if the participants were happy,
they completed and signed the consent form after asking any questions they may still have had.
Following this, they were asked to wear the activPALS3 for continuously for seven consecutive days
for 24 hours. The device was secured to their upper leg with double-sided hydro gel adhesive pads
(PALstickies, hypo-allergenic) and covered by waterproof adhesive tape. This was worn throughout
the day included bath/ shower or swimming. An activPAL3 was used because it is valid to measure
slow walking and more sensitive for slow speed reduction compared to Actigraph (Ryan et al., 2006;
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Dowd et al., 2012) and more accurate to measure low intensity activity than Pedometer (Mathie et
al., 2004). It is more valid to measure sedentary behaviour for old, inactive, and overweight
population than Actigraph monitor (Kozey-Keadle et al., 2011). In addition, this duration (seven
days) has had chosen to gain a valid data (Godfrey et al., 2007; Maddocks et al., 2010), captured the
data during weekend and weekdays, and to help us to gain information about their physical activity
level before using any of the insoles. The diary was given to complete during the following week to
know wearing time, adherence of the participants, and if they did any unusual activity to them or
unexpected factors that could stop them to wear the device or doing their activity (Appendix 3).
Following this visit, the participants asked to attend to the University of Salford after one week to
complete the assessment (baseline for other outcomes) and collected the device.

Visit two “Baseline”

One week after visit one; the participants attended the Salford University gait laboratory. The diary
log was collected. The activity data was downloaded to a personal PC and re-programmed to collect
activity data for one week. Following this, they were asked to change into shorts and a comfortable
T-shirt and demographical measurements were undertaken; height, mass, and leg length (to
normalized outcomes of SEBT to leg length). They were then instructed to complete the four

questionnaires in regards their knee pain and activity.

Questionnaires:

Knee injury and Osteoarthritis Outcome Score (KOQS); it holds 42 items in symptoms (7 items),
pain (9 items), activity of daily living (17 items), sport and recreation (5 items), finally, knee-related
quality of life (QoL) (five items). All items have five possible answer scores from (0) to (4). This
questionnaire takes about 10 minutes to complete and the last week is the time-period considered
when answering the questionnaire (Roos et al., 1999). The total score of each subscale was
calculated and normalised (using the KOOS software; http://www.koos.nu/) from (100) indicates no

problems to (0) indicated extreme problems.

Physical Activity Scale for the Elderly (PASE); a self-reported questionnaire (PASE) was used to
assess of physical activity in the elderly during a one-week period of time. It is reliable, valid and
sensitive to change in individuals with knee OA (Washburn and Ficker, 1999; Martin et al., 1999).
PASE assesses time spent in walking outdoor, sport, and recreational. In addition, participants were
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assessed in housework, home repairs, and work for pay or as volunteer and outdoor activities such

as gardening. PASE asks about frequently and duration of these activity.

Intermittent and Constant Osteoarthritis Pain (ICOAP); Knee Version. The ICOAP is the first
questionnaire to consider intermittent and constant knee pain reported by patients which asking
about the pain that last it in the previous week (Liu et al., 2014). The ICOAP is divided in two
subscales with 11 items and covers different aspects; psychology, intensity “(0) not at all to (4)
extremely” and frequently “(0) never to (4) very often” of that pain. A five items for constant knee
pain and a six items for intermittent knee pain. Each item is scoring from 0 to 4 according to the
order they appear in the questionnaire. The ICOAP is reliable and valid to measure the knee
osteoarthritis pain (Gongalves et al., 2010; Bond et al., 2012). Test-retest reliability was excellent
(ICC 0.85) in subjects with hip and knee osteoarthritis, aged 40 years and older and there was a
significant correlation between ICOAP and each of the other questionnaires (WOMAC & KOOQS)
(Hawker et al., 2008; Bond et al, 2012).

12-item Short Form Health Survey (SF-12); is a shorter version of SF-36 that provides a physical
component scale (PCS) and mental component scale (MCS). This questionnaire comprises 12
questions measuring the following: bodily pain, general health, mental health, physical functioning,
social functioning, role limitation due to physical and emotional health, and vitality. It is valid and
reliable (>0.73) to determine the health-based Quality of Life (QoL) and takes two minutes to
complete (Ware et al., 1998).

Following this, they were asked to perform the star excursion balance test to assess their dynamic
balance. The procedure of this test has been mentioned in chapter three (3.4.4.1). Then, Aggregated
Locomotor Function (ALF) score was performed where three functional tasks; (walk eight metres,
ascend and descend seven stairs, and transfer from a sitting to standing position) were undertaken
to test their physical function. These three task are recommended and used to evaluate the three
common tasks with individuals with knee OA ((McCarthy et al., 2004). Each task performed
separately with one-minute break in between to avoid any potential fatigue and time in second was

recorded. This allowed the calculation of ALF score.
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The next step, gait data was collect according to the following:

Gait Analysis; System calibration (L and T shaped) was performed, before the participant comes in,
by investigator to confirm the accuracy of kinetics gait and to determine the position and orientation
of the cameras relative to the laboratory coordinate system. Small reflective markers was attached
on bony landmarks using hypo-allergenic adhesive tape. Individual markers was attached on anterior
superior iliac spines (ASISs), posterior superior iliac spines (PSISs), iliac crests, right greater
trochanter, left trochanter, lateral femoral epicondyles, medial femoral epicondyles, lateral malleoli,
medial malleoli, the 1st, 2nd and 5th metatarsal heads and Calcaneal tubercle, In addition, cluster
pad with four markers was fixed to the shank, thigh, and pelvis using Fabiofoam Superwrap
bandages. A static trial, where the participant stood on a force platform for 10 second, was obtained
from the 16 cameras. All markers must be identified by the cameras and then these markers were
removed leaving only the cluster plates on the shank, thigh and pelvis (tracking markers). The
participant was instructed to walk 10 times throughout the walkway at self-selected walking speed
with the following conditions; shod only, and with the 5-degree lateral wedge insole or with a neutral
insole. Five successful trials (the participant’s foot must be strike the force platform, complete stance
by one foot within one force platform) were analysed. At the end of this visit, an insole was inserted
into their own shoe and asked to wear for a minimum of (6) hours per day for six weeks during daily
activity with activPAL3 monitor for other one week (seven consecutive days). The diary

questionnaire was given to complete during the following week.

Visit three “follow-up 1”

The 3rd visit was conducted one week after the second visit. The activPAL3 device was collected
in this session to analyse participants’ activities during the previous week. Height, mass was
measured. Once the markers were attached, two conditions were tested; 1. Their own shoe 2. Their
shoe with insoles (5° lateral wedged insoles or neutral insoles) and then stand on one force platform
for 10 seconds for static image and gait analysis was undertaken same as visit two. Their shoe must
be the same shoe at baseline to ensure that any change in the EKAM was not due to differences in
shoes. They then completed the KOOS questionnaire in regards to their pain. At the end of this visit,
an insole was inserted into their own shoe and asked to wear for a minimum of (6) hours per day for

six weeks during daily activity. ActiviPAL3 was not given to the participants in this visit.
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At week 5, an activPAL3 was placed on their thigh for one week (seven consecutive days) and the
diary log was given for the following week (the device either sent by post or home visit was

arranged).

Visit four “follow-up 2”

The fourth visit conducted six weeks after the second session (baseline). The same procedures as

the second visit were undertaken. The diary and activPAL3 were collected from the participants.

4.6. Outcome measures

These following outcome measures enabled us to test the hypotheses concerning the effect of the

insoles on pain, activity, and knee loading in individual with medial knee OA.

4.6.1. Primary outcome measure

4.6.1.1. External knee adduction moment (EKAM)

Kinematics and kinetics data were measured during walking for all trials using a 16 camera Qualisys
(Qualisys, Sweden) motion analysis system operating at 100 Hz and four force plates (AMTI, USA)
operating at 1000 Hz.

The first peak of EKAM is measured commonly in majority of the studies with the knee adduction
angular impulse (KAAI) in individuals with knee OA (Hinman et al., 2013; Jones et al., 2014). The
KAAI is more sensitive to measure of load on knee joint in mild-moderate knee OA, it considers the
magnitude and duration of the load on the knee joint (the area under the adduction curve) (Thorpe
et al., 2006). The first peak of EKAM was normalized to body mass (Nm/kg) whereas, the KAAI
normalized to body and stance time (Nm/kg.s). The change in the EKAM and KAAI were recorded
in time points (baseline, immediately effect, week one, week six) for both groups. The results help
us to determine the change the EKAM over time points in LWI group compared to baseline and

compared to comparator group.

4.6.1.2. Level of physical activity:

The activPAL3 monitor was collected at visit two (baseline), visit three, and visit four (week 6). The

activPAL3 uses the inclination of the thigh to classify posture (thigh in horizontal position, detects
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sedentary behaviour; vertical position, detects upright, when an upright position is detected the
acceleration signal to detect cyclical stepping movement which classified as walking). The
activPAL3 data downloaded to the personal computer via a USB interface for analyses with
activPAL3 software (PAL Technologies Ltd. V 7.2.28) and exported into Excel (Microsoft
Corporation, Microsoft Excel 2010) for more analyses (Griffin et al., 2011). Only days on which the
participants wore the monitor for at last six consecutive days and 12 hours a day were analysed. The
data which did not meet these criteria were excluded. To calculate volume of the activity per a day,
the data file which was downloaded from activPAL3 to the computer was opened through activPAL3
software and then saved as summary results under specific name which indicate to specific day. The
mean of number of steps, time spent in sitting, standing, and walking was calculated for all
participants to determine any change in each group after one week of wearing insoles and six weeks
compare to baseline and compared to the other group. Walking pattern as well as cadence were
analysed and calculated to determine any change in both groups (see section 4.9). The results of
these methods helped us to look depth in their activity and find out whether individuals in LWI

group changed their activity compared to comparator group.

4.6.1.3. Pain level:

Pain level was evaluated by the KOOS scale holds (9) items and all items have five possible answer
scores from (0) no pain to (4) extreme pain. The total score of each subscale was calculated and
normalised (using the KOOS software, http://www.koos.nu/) from 100 indicates no problems to 0
indicated extreme problems. The pain level was assessed using KOOS in baseline, week one and
week six of trials to determine any difference between lateral wedge group and comparator group

and time point.

4.6.2. Secondary outcome measures

4.6.2.1. Dynamic balance using Star Excursion Balance Test

Star Excursion Balance Test (SEBT) measures maximal distance that will be reached by using one
leg in different directions, and then return slowly to starting position (double support) with keeping
balance throughout the test (Olmsted et al., 2002; Gribble et al., 2007). The directions relative to the
support leg on the platform. Anterior (A), medial (M) directions are the most relevant to knee OA
condition. Because quadriceps muscle strength and gluteus medius muscle strength are decreased in

knee OA (Slemenda et al,. 1997; Sled et al., 2010). Participants performed this test seven times (four
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times practice and three times as a test) for each direction (anterior and medial). The reach distance
was recorded in centimetres and both raw data and normalised data (to lower leg length) were
analysed. Normalized excursion distance = (excursion distance/leg length)*100. The average of

three test trials was calculated for all data, two directions, and both groups.

4.6.2.2. Knee injury and Osteoarthritis Outcome Score (KOQOS) other items

KOQOS other subscales hold 33 items in symptoms, activity of daily living, sport and recreation, and
QoL. All items have five possible answer scores from (0) no problem to (4) extreme problem. The
total score of each subscale is calculated and normalised (using the KOOS software;
http://www.koos.nu/) from 100 indicates no problems to O indicated extreme problems. This was
assessed at baseline, and at the week 6 period to identify any differences between groups or within

group.

4.6.2.3. Physical Activity Score for the Elderly (PASE)

A self-reported questionnaire (PASE) was used to assess of physical activity in the elderly during
the previous 7 days period. The total PASE score = (time spent in each activity (hour/ week) or
participation (yes/no) x PASE weight. The overall score ranges from 0 to 400 where high score
indicates high physical activity. Scoring software is provide in the PASE administration at

http://www.neriscience.com/

The PASE was assessed at baseline, and week 6 for both groups to identify any differences between

groups or within group.

4.6.2.4. Aggregated Locomotor Function (ALF) score

The ALF score is a total of the mean time of three locomotor tasks in seconds. Each task was
performed (three time) separately with one-minute break in between at baseline and week six for all

participant in both groups.
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4.6.2.5. 12-item Short-Form Health Survey (SF-12)

The SF-12 provides a physical component scale (PCS) and mental component scale (MCS) and will
be scored using QualityMetric Health Scoring Software version 2,

(http://www.qualitymetric.com/demos/TP Launch.aspx?SID=52304).

The general scaring between 13-69 for PCS and 10-70 for MCS, a high score represents a good
health-related QoL. This questionnaire was assessed at baseline, and week six to determine any

change after using lateral wedged insoles for six week compared to baseline and comparator group.

4.6.2.6. Intermittent and Constant Osteoarthritis Pain (ICOAP)

The ICOAP is divided in two subscales with five items for constant knee pain and a six items for
intermittent knee pain. Each item is scoring from (0) no pain to (4) extreme pain according to the
order they appear in the questionnaire. Constant knee pain consists of five items and score ranges
from 0-20, intermittent knee pain subscale consists of 6 items and score ranges from 0-24, total pain
score ranges from 0-44. A total score was calculated and normalized from (0) no pain to (100)
extreme pain. For total pain score, using the following formula: (Total pain score / 44) x 100. ICOP
was assessed in baseline and week six to determine any difference between lateral wedge group and

comparator group or time point.

4.6.2.7. Cumulative knee loading

Cumulative knee load is a biomechanical approach that measures of abnormal loading on
tibiofemoral joint during physical activity (Maly, 2008). Cumulative loading measures the total
exposure to joint loading during physical activity by measuring the mean of knee adduction moment
impulse of the five walking trials using three-dimensional gait analysis multiplied by one half of the
mean number of steps/day taken by one leg using accelerometer (activPAL3). The individuals with
knee OA produce higher CKL regardless of a lower step count because the load on the knee joint

still high, two times greater than healthy individuals (Maly et al., 2013).

CKL was measured to assess excessive and repetitive load during free live activity and to determine
any change in the cumulative knee load (CKL) in participants with knee OA after the intervention
by measuring normalized knee adduction moment impulse during walking at self-selected walking
speed and daily number of steps. To calculate the CKL in the current study, average of the five trials
of the KAAI was multiplied by one half of the mean number of daily steps (Robbins et al., 2009).
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The activPAL3 measured the total steps by both legs, therefore total number pf steps divided by
two. The CKL is normalized to body mass (KNm/kg*s).

4.7. Treatments

A pair of off-the shelf lateral wedged insoles (SalfordInsole™) with a 5 degree inclination at the
heel (as greater wedging is associated with foot discomfort) (Kerrigan et al., 2002) (Figure 4-4) were
utilised in this study. To reduced foot and ankle associated pain, the inclination gradually reduced
to O at the 5th metatarsal head (Jones et al., 2013b & 2014). These insoles used in this study are
developed at the University of Salford and made from a comfortable and flexible material (SureStep-
Control™, with a medium Shore values A 70 which is similar to high material density). 5° LWIs are
full length lateral wedged insoles with a medial arch for supporting and they have been used in the
current studies to reduce medial knee loading and knee pain (Jones et al., 2013b & 2014). The neutral
insole has a flat surface with no inclination (Figure 4-4) was worn for the comparator group (control
condition). The depth and density of both insoles are identical (4mm and Shore A 70). Both insoles
were placed within participants own shoe to make the method of the trial more applicable and this

procedure was recommended by Lewinson et al., (2016).

w Incorporating Lateral Wedge Technology ™

Figure 4-4: (a) Neutral insole, (b) 5° Lateral wedged insoles.
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4.8. Randomisation, concealment and blinding

It was not possible for the investigator to be blinded to the condition where the current study is a
part of PhD study. The participants were presented both neutral insoles and wedge insoles as active
treatment thereby not knowing which the active treatment is. Therefore, we would characterise this
trial as single blind.

4.9. Data analysis

The kinematics data were recorded during stance and swing phases (normalized to gait cycle)
whereas Kkinetics were recorded during stance phase (normalized to stance phase). The average of
the maximum and minimum of all trials for kinetics and kinematics were analysed for each condition
and each visit in excel files for each. In addition, ROMs were calculated from the differences
between the maximum and minimum values of kinematic data. The curves of the kinematic data in
sagittal plane were divided into maximum flexion (1%-33), minimum flexion (34%-67%), and
maximum flexion (68%-101%) for sagittal hip angles. The curves of the kinematic data in sagittal
plane were divided into initial contact, loading response (2%-21), mid-stance (22%-51%), terminal
stance (52%-62), and mid-swing (63%-101%) for sagittal knee angles. The curves of the kinematic
data in sagittal plane were divided into initial contact, loading response (2%-21), maximum
dorsiflexion (22%-101%), and minimum dorsiflexion (22%-101%) for sagittal ankle angles. The
graph of vertical ground reaction (GRFv) forces were divided in three sub-phases which are early
stance peak (1%-33), trough or mid-stance (34%-67%), late stance peak (68%-101%). The average

of the means of spatio-temporal variables for each visit, condition and for each group were analysed.

For physical activity, the data from activPAL3 monitor was downloaded and activity files were
processed in excel to obtain a total standing time, total stepping time, total sedentary time, and total
number of steps for seven days for each participant in both groups and for each visit, that data is
considered as overall volume of activity. The average of the seven days was calculated for all
parameters and all participants. To examine the pattern of walking, the length of all walking events
and cadence of these walking events were calculated. The activity data for each participant were
opened through activPAL3 software and saved as “save event data” (.csv files). These files were
processed in Matlab to extract all walking events, a continuous period of walking. These walking
events were put into bins (bands) of walking event length (0-0.5 min, 0.5-1 min, 1-2 min, 2-3 min,
3-4 min, 4-5 min, 5-10 min, 10-20 min, 20-30 min, >30 min) and all durations in each bin were

summed. An average for each bin was calculated by dividing this total by the number of participants
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and the number days. Cadence (intensity of walking) for each walking event was calculated by
dividing the number of steps in the walking events by the duration of the walking event. These
walking events were put into bins (bands) of cadence value (<10 steps/min, 10-20 steps/min, 20-30
steps/min, 30-40 steps/min, 40-50 steps/min, 50-60 steps/min, 60-70 steps/min, 70-80 steps/min,
80-90 steps/min, 90-100 steps/min, 100-110 steps/min, 110-120 steps/min, 120-130 steps/min, 130-
140 steps/min, 140-150 steps/min, 150-160 steps/min, 160-170 steps/min, 170-180 steps/min) and
all duration in each bin were summed. An average for each bin was calculated by dividing this total
by the number of participants and the number days. For other parameters, the average of excursion
distance of balance data, questionnaires, and three tasks of ALF test were calculated for each

participant in all visit for both groups.

Statistical analysis was performed using SPSS and Excel (version 11.5). The normality of all
variables checked by using the Shaprio-Wilk test to determine whether the distribution of the data
was normal (p>0.05) or not (p<0.05). In this study, there were two independent factors where one
factor is between-groups (intervention and control) which was tested one dependent factor (i.e.
EKAM) at three different time points (within-group), therefore mixed ANOVA, compares the mean
differences between and within groups, was performed for all variables to determine which treatment
was more effective. Independent t-test was performed to compare between groups if there was
interaction between the two independent factors to determine where the difference is lie. Descriptive
data for all data were calculated for all variables of kinetic, kinematic, physical activity,

questionnaires, and balance data.

The majority of the data were parametric data and the rest of the other data that were non-parametric
were not highly deviated. A mixed ANOVA test was used in this study because his test is not
significantly sensitive to moderate deviations from normality (Glass et al., 1972, Harwell et al.,
1992, Lix et al., 1996; Ghasemi & Zahediasl, 2012). In addition, Importantly, because the design of
this study were there are two different treatment groups which were assessed at three different point
times (pre-treatment, during treatment, and post-treatment), A mixed ANOVA with applying
Bonferroni correction (to reduce type 1 error) was used. To find out the effectiveness of LWIs on
knee loading compare to baseline and comparator insoles, mixed ANOVA tests were conducted and

the level of significance for all statistical tests was set at an alpha level of 0.05.
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4.10. Results

The following is the presentation of the results for the study when comparing the lateral wedged
insole group to the neutral insole group. The results are structured so that the primary outcome

measures are explained first and then the secondary outcome measures.

4.10.1. Participants

Twenty patients with confirmed painful medial knee osteoarthritis (KL grade 2/3) were recruited to
participate in this study (19 male, 1 female). They were randomly assigned into two separate groups,
ten participants for each. Their ages range was 47-78 years and 47-73 years; heights range 161-191
cm and 162-183 cm; mass range 51-110 Kg and 62-108 Kg; body mass index (BMI) rage 20.2-32.9
Kg/m? and 22-34.7 Kg/m? for neutral insoles group and lateral wedged insoles group, respectively.
There were no significant differences between the groups in term of these variables (p>0.05). (Table
4-2)

Table 4-2: Baseline demographic data of both groups.

Neutral Insoles* Lateral wedged insoles P-
(n=10) (n=10) value

0.59
Age (mean years £SD) 62.4 +10.4 60 9.2

0.97
Height (mean cm £SD) 174.8 9.4 1747 7.4

0.80
Mass (mean Kg) 82.5 +21.6 84.7 +17.4

0.68
BMI (mean Kg/m?) 26.5 5.6 27.4.5
Affected knee (n) R=5 knees, L= 5 knees R=3 knees, L= 7 knees

*Comparator group. R=right, L=left

All participants completed the trials with high compliance in wearing the insoles and the monitor.
In addition, lateral wedged insole and neutral insole were found to be comfortable during walking
by 75% and 90%, respectively, of individuals. There was no significant difference in the duration of
daily insoles wear between lateral wedged insole group and neutral insole group (p>0.05). (Table 4-
3).
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Table 4-3: Insoles users comfort and adherence of the participants to wearing insoles and monitor, the mean

(xSD) of daily insoles/monitor use

Neutral Insole Lateral wedged insole ActivPAL3

(mean £SD) (mean +SD) (mean)
Mean comfortable score (%) 90% 75% ====
Period 1 (hours/day)* ==== ==== 12-24
Period 2 (hours/day)** 7.26 (1.17) 6.52 (0.95) 12-24
Period 3 (hours/day) ¢ 7.53 (1.90) 7.45 (1.80) 12-24

*Period 1: pre-baseline (pre-WO0).
**Period 1: from week 0-1 (W0-W1).
#Period 2: from week 0-6.

4.10.2. Comparison between wedged insole group and neutral insole group at baseline for

primary outcome measures

At the baseline assessment, the mean differences of walking speed 0.032 m/s, EKAM 0.067 Nm/kg,
KAAI 0.04 (Nm/kg).s, number of daily steps 517 steps/day and KOOS knee pain were 2.1 for lateral

wedged insole group and neutral insole group. Therefore, there was no significant difference

between groups at the baseline (when no intervention was applied) in term of primary outcomes

(p>0.05) of the study. (Table 4-4)

Table 4-4: Mean (SD) of outcomes at baseline for the groups and p-value (between both groups at

baseline).
Mean (SD)
wedged insole group Neutral insole group P-value*

speed (m/s) 0.87 (0.19) 0.83 (0.23) 0.73
External knee adduction moment

Nm/kg 0.46 (0.11) 0.39 (0.12) 0.22
%BW.Ht 2.68 (0.71) 2.17 (0.90) 0.18
Knee adduction angular impulse

(Nm/kg).s 0.28 (0.07) 0.25 (0.10) 0.39
No. of steps (steps/day) 6415 (2926) 6932 (3905) 0.74
Knee pain (KOOS) 51.9 (15.5) 49.8 (11.7) 0.742

*Not significant value P>0.05
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4.10.3. Comparison of the groups at one week

The following will examine the differences between the two groups after wearing the

interventions, for one week, to examine the short-term effect of the intervention.

4.10.3.1. Knee moment in frontal plane for the two groups

First peak in the EKAM

When assessing the EKAM between the two groups, the groups generally had no statistically
significant effect on the first peak of the EKAM (p=0.730). The ANOVA analysis also showed that
the main effect of duration of intervention (weeks) has a significant effect on the EKAM (p=0.004)
and there was significant interaction between groups and weeks (p=0.002). The descriptive data is

presented in table 4-5.

The data from the baseline assessment indicated that lateral wedged insole significantly reduced the
first peak of the EKAM (mean difference 0.05 (0.04) Nm/kg, p=0.005) in comparison to the shod
only by 12% (ranged 1.9%-27.7%). After wearing LWIs for one week, there was also a significant
reduction (mean difference 0.05 (0.04) Nm/kg, p=0.001) in the first peak of the EKAM in
comparison to the shod only at week one by 12% ranged 3.7%-24.9%). In addition, after wearing
LWIs for one week, the first peak of the EKAM significantly reduced (mean difference 0.07 (0.05)
Nm/kg, p=0.00) in comparison to the shod at baseline by 15% (ranged (-28.8%)-2.6%) (Figure 4-
5a).

The data of the neutral group at baseline indicated that neutral insole did not change the first peak
of the EKAM significantly (mean difference 0.001(0.01) Nm/kg, p=0.76) in comparison to the shod
only. After wearing neutral insoles for one week, there was no significant change (mean difference
0.003 (0.02) Nm/kg, p=0.67) in the first peak of the EKAM in comparison to the shod only at week
one. In addition, after wearing neutral insoles for one week, the first peak of the EKAM did not
change significantly (mean difference 0.001 (0.03) Nm/kg, p=0.94) in comparison to the shod at
baseline (Figure 4-5b).

An independent t-test was conducted between the both groups for week one where the first peak of
the EKAM was found to have significantly reduced in the LWI group compared to comparator group
(p=0.004). After one week, the 1st peak of EKAM was decreased in eight individuals out of ten and
four individuals out ten during walking in LWI1 group and comparator group, respectively, compared

to the baseline. Whereas, from the data of baseline, the 1st peak of EKAM was decreased in all
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individuals and four individuals out ten during walking in LWI group and comparator group,
respectively, compared to shod only.

Second peak in the EKAM

The ANOVA analysis has showed that groups generally had no statistically significant effect on the
second peak of the EKAM (p=0.28). The main effect of duration of intervention (weeks) has a
significant effect on the second peak of the EKAM (p=0.01) with no interaction between groups and

weeks (p=0.23). The descriptive data is presented in Table 4-5.

The data from the baseline assessment indicated that the lateral wedged insole reduced the second
peak of the EKAM significantly (mean difference 0.05 (0.04) Nm/kg, p=0.003) in comparison to
the shod only by 11% (ranged 0.0%-23.5%). After wearing LWIs for one week, there was a
significant reduction (mean difference 0.06 (0.03) Nm/kg, p=0.001 in the second peak of the EKAM
in comparison to the shod at week one by 11.7% (ranged (4.1%-26.5%). In addition, after wearing
LWIs for one week, the second peak of the EKAM reduced significantly (mean difference 0.067
(0.06) Nm/kg, p=0.002) in comparison to the shod at baseline by 14.2% (ranged (-21.6%)-0.7%)
(Figure 4-5a).

The data of the comparator group at baseline indicated that neutral insole did not change the second
peak of the EKAM significantly (mean difference 0.004 (0.04) Nm/kg, p=0.76 in comparison to the
shod only. After wearing neutral insoles for one week, there was no significant change (mean
difference 0.001 (0.04) Nm/kg, p=0.89) in the second peak of the EKAM in comparison to the shod
at week one. In addition, after wearing neutral insoles for one week, the second peak of the EKAM
did not change significantly (mean difference 0.009 (0.09) Nm/kg, p=0.74) in comparison to shod

(Figure 4-5b). There was no significant change in the second peak between groups (p=0.14).

Table 4-5: Mean (SD) EKAM (1 peak and 2™ peak) during walking for two groups after wearing insoles
for one week.

Mean (SD)
Baseline (week 0) Week One

EKAM Wedged Group Neutral Group Wedged Group Neutral Group
Neutral Neutral

Shod LWI Shod insole Shod LWI Shod insole

1st peak 0.46 0.40* 0.39 0.39 0.44 0.39* 0.38 0.39
(Nm/kg) (0.11) | (0.12) | (0.13) (0.13) (0.10) | (0.09) (0.12) (0.12)

2nd peak 0.49 0.43 0.37 0.36 0.47 0.42 0.36 0.36
(Nm/kg) (0.15) | (0.16) | (0.19) (0.2) (0.13) | (0.12) (0.16) (0.16)

* Significant reduction compared to shod at baseline.
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Figure 4-5: The external knee adduction moment (EKAM) in frontal plane for (a) intervention group
(lateral wedged insoles) and (b) comparator group (neutral insoles) at different time points.

4.10.3.2. Knee adduction angular impulse for the two groups

The loading for the whole of the duration of the stance phase was assessed with the knee adduction

angular impulse.

The ANOVA analysis has showed that the groups generally had no statistically significant effect on
the KAAI (p=0.84) whereas the main effect of duration of intervention (weeks) has a significant
effect on the KAAI (p=0.004). In addition, groups and weeks interaction had an effect on the KAAI
(p=0.051) but not statically significant. The descriptive data is presented in Table 4-6.

The data from baseline indicated that the lateral wedged insole reduced the KAAI significantly
(mean difference 0.03 (0.04) Nm/kg*s, p=0.026) in comparison to the shod only by 11.6% (ranged
(-30%)-0.0). After wearing LWIs for one week, there was a significant reduction (mean difference
0.05 (0.05) Nm/kg*s, p=0.01) in the KAAI in comparison to the shod only at week one by 16.8%
(ranged (-35.3%)-0.0%). In addition, after wearing LWIs for one week, the KAAI reduced
significantly (mean difference 0.05 (0.04) Nm/kg*s, p=0.001) in comparison to the shod at baseline
by 17.8% (ranged (-31%)-25.6%).

The comparator group at baseline indicated that the neutral insole did not change the KAAI
significantly (mean difference 0.01 (0.01) Nm/kg*s, p= 0.11) in comparison to the shod only. After
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wearing neutral insoles for one week, there was no significant change (mean difference 0.02 (0.03)
Nm/kg*s, p=0.09) in the KAAI in comparison to the shod only at week one. In addition, after
wearing neutral insoles for one week, the KAAI did not change significantly (mean difference 0.017

(0.03) Nm/kg*s, p=0.21) in comparison to the shod at baseline.

There was no significant difference between LWI group and comparator group after one week
(p=0.09).

Table 4-6: Mean (SD) KAAI during walking for two groups after wearing insoles for one week.

Mean (SD)
Baseline Week One
KAAI Wedged Group | Neutral Group | Wedged Group | Neutral Group
Neutral Neutral
Shod LWI [ Shod | insole | Shod | LWI | Shod | insole
KAAI 0.28 0.25* [ 0.25 |0.24 028 |0.23* | 0.25 |0.23
(Nm/kg)*s | (0.07) | (0.08) [ (0.1) | (0.1) (0.08) | (0.07) | (0.09) | (0.09)

* Significant reduction compared to shod at baseline

4.10.3.3. Knee moment in sagittal plane for the two groups

With the recent papers highlighting that any change in EKAM, one should also be aware of change

in the sagittal plane knee moment, this was assessed between groups and time points.

The groups generally had no statistically significant effect on the maximum knee flexion moment
(p=0.86) or on the maximum knee extension moment (p=0.82). Whereas the main effect of duration
of intervention (time) has a significant effect on the maximum knee flexion moment (p=0.02). The
ANOVA analysis has also showed that there was no significant interaction between groups and
weeks in the maximum knee flexion moment (p=0.55) or in the maximum knee extension moment

(p=0.24) (figure 4-6). The descriptive data is presented in table 4-7.

After one week, there was no significant difference within group or between groups in maximum

knee flexion moment or maximum knee extension moment with either insole.
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Table 4-7: Mean (SD) knee moment in sagittal plane during walking for the two groups after wearing
insoles for one week.

Mean (SD)
Baseline Week One
Wedged Group Neutral Group Wedged Group Neutral Group
Neutral Neutral
Shod LWI Shod insole Shod LWI Shod insole
Knee flexion 0.46 0.49 0.50 0.54 0.49 0.53 0.49 0.52
moment (0.27) (0.28) (0.23) (0.27) (0.26) (0.27) (0.24) (0.24)
(Nm/kg)
Knee extension -0.34 -0.30 -0.32 -0.34 -0.32 -0.30 -0.31 -0.35
moment (0.18) (0.15) (0.14) (0.14) (0.15) (0.127) (0.20) (0.14)
(Nm/kg)
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Figure 4-6: The knee moment in sagittal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.3.4. Vertical ground reaction force for the two groups

One of the mechanisms that would alter the EKAM and could be a contra-indicator in the results is
the vertical ground reaction force. This force, if changed significantly, between groups, may be a
reason for a change the thus needs to be assessed. Descriptive data of GRF results for both groups

are illustrated in table 4-8.

There was no significant difference between groups (p=>0.05) in early stance, mid-stance-late stance
phase of the GRF. The ANOVA analysis has also showed that there was no significant interaction
between groups and weeks and the main effect of weeks was not significant on the early stance,
mid-stance-late stance phase of the GRF (p>0.05) (Figure 4-7).

After wearing insoles (either LWI1 or neutral insole) for one week, there were no significant change
in early stance, mid-stance-late stance phase of the GRF compared to baseline and between groups.

Table 4-8: Mean (SD) vertical ground reaction force for two group after wearing insoles for one week

Mean (SD)
Baseline Week One
Neutral Insole Neutral Insole
GRF Wedged Group Group Wedged Group Group
Neutral Neutral

Shod LWI Shod insole Shod LWI Shod insole
Early stance | 1.02 1.05 1.04 1.03 1.02 1.05 1.06 1.05

(*BW) (0.06) | (0.07) (0.05) (0.09) (0.08) (0.09) (0.06) (0.1)
Mid-stance 0.87 0.85 0.89 0.85 0.86 0.84 0.88 0.87
(*BW) (0.08) | (0.08) (0.07) (0.08) (0.09) (0.09) (0.09) (0.1)
Late stance 1.04 1.04 1.05 1.04 1.04 1.05 1.06 1.04
(*BW) (0.05) | (0.04) (0.06) (0.2) (0.05) (0.04) (0.07) (0.2)
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Figure 4-7: The vertical ground reaction force for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.4. Comparison of the groups at six weeks

The following will examine the differences between the two groups after wearing the intervention

to examine the six weeks effect of the interventions.

4.10.4.1. Knee moment in frontal plane for the two groups

First peak in the EKAM

The ANOVA analysis has showed that the groups generally had no statistically significant effect on
the first peak of the EKAM (p=0.730) whereas the main effect of duration of intervention (weeks)
has a significant effect on the EKAM (p=0.004) and there was significant interaction between groups

and weeks (p=0.002). The descriptive data is presented in Table 4-9.

After wearing LWIs for six weeks, there was significant reduction (mean difference 0.06 (0.05)
Nm/kg, p=0.003 in the first peak of the EKAM in comparison to the shod only at week six by 14.6%
(ranged (-28.7%)-2.3%). In addition, after wearing LWIs for six weeks, the first peak of the EKAM
significantly reduced (mean difference 0.08 (0.076) Nm/kg, p=0.004) in comparison to the shod at
baseline by16.8% (ranged (-34%)-13.6%) (Figure 4-8a).

After wearing neutral insoles for six weeks, there was no significant change (mean difference 0.001
(0.01) Nm/kg, p=0.92 in the first peak of the EKAM in comparison to the shod only at week six. In
addition, after wearing neutral insoles for six weeks, the first peak of the EKAM did not change
significantly (mean difference 0.003 (0.02) Nm/kg, p=0.78) in comparison to the shod at baseline
(Figure 4-8b).

After wearing LWIs for six weeks, the first peak of the EKAM reduced significantly in LWI group
compared to comparator group (p=0.008). After six weeks, the 1st peak of EKAM was decreased in
eight individuals out of ten and two individuals out ten during walking in LWI group and comparator

group, respectively, compared to the baseline.

Second peak in the EKAM

The ANOVA analysis has showed that groups generally had no statistically significant effect on the
second peak of the EKAM (p=0.28). The main effect of duration of intervention (weeks) has a
significant effect on the second peak of the EKAM (p=0.01) with no interaction between groups and

weeks (p=0.23). The descriptive data is presented in table 4-9.
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After wearing LWIs for six weeks, there was a significant reduction (mean difference 0.06 (0.05)
Nm/kg, p=0.002) in the second peak of the EKAM in comparison to the shod only at week six by
12.2% (ranged (-22%)-1.6%). In addition, after wearing LWIs for six weeks, the second peak of the
EKAM significantly reduced (mean difference 0.05 (0.06) Nm/kg, p=0.04) in comparison to the
shod at baseline by 9.9% (ranged (-25.5%)-3.7%) (Figure 4-8a).

After wearing neutral insoles for six weeks, there was no significant change (mean difference
Nm/kg0.01 (0.04), p=0.60) in the second peak of the EKAM in comparison to the shod only at week
six. In addition, after wearing neutral insoles for six weeks, the second peak of the EKAM did not
significantly change (mean difference 0.005 (0.06) Nm/kg, p=0.82) in comparison to the shod at
baseline (Figure 4-8b).

There was no significant difference between groups in the second peak of the EKAM after six weeks.

Table 4-9: Mean (SD) EKAM (1% peak and 2™ peak) during walking for two groups after wearing insoles
for six weeks.

Mean (SD)
Baseline (week 0) Week Six
EKAM Wedged Group Neutral Group

Wedged Group | Neutral Group Neutral

Shod LWI Shod insole

0.46 (0.11) 0.39 (0.13) 0.44 0.38* 0.39 0.39

1st peak (Nm/Kkg) (0.13) (0.11) (0.12) (0.13)

0.49 (0.15) 0.37 (0.19) 0.50 0.44* 0.37 0.37

2nd peak (Nm/Kkg) (0.17) (0.16) (0.19) (0.16)

* Significant reduction compared to baseline
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Figure 4-8: The external knee adduction moment (EKAM) in frontal plane for (a) intervention group
(lateral wedged insoles) and (b) comparator group (neutral insoles) at different time points.

4.10.4.2. Knee adduction angular impulse for the two groups

The ANOVA analysis has showed that groups generally had no statistically significant effect on the
KAAI (p=0.84) whereas the main effect of duration of intervention (weeks) has a significant effect
on the KAAI (p=0.004). There was interaction between groups and weeks (p=0.051) but not

statically significant. The descriptive data is presented in table 4-10.

After wearing LWIs for six weeks, there was a significant reduction (mean difference 0.04 (0.03)
Nm/kg*s, p=0.005) in the KAAI in comparison to the shod only at week six by 14.3% (ranged 0.0%-
33.3%). In addition, after wearing LWIs for six weeks, the KAAI significantly reduced (mean
difference 0.062 (0.04) Nm/kg*s, p=0.000) in comparison to the shod at baseline by 22% (ranged
3.4%-43.8%). Importantly, the KAAI reduced significantly after wearing LWIs for six weeks

compared to baseline and comparator groups (p=0.01).

After wearing neutral insoles for six weeks, there was no significant change (mean difference 0.01
(0.04) Nm/kg*s, p=0.32) in the KAAI in comparison to the shod only at week six. In addition, after
wearing neutral insoles for six weeks, the KAAI did not change significantly (mean difference 0.009

(0.03) Nm/kg*s, p=0.45) in comparison to the shod at baseline.
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Table 4-10: Mean (SD) KAAI during walking for two groups after wearing insoles for six weeks.

Mean (SD)
Baseline Week Six
KAAI Wedged Group Neutral Group
Wedged Group | Neutral Group Neutral
Shod LWiI Shod insole
0.26 0.22* 0.25 0.24
KAAI Nm/kg*s 0.28 (0.07) 0.25(0.1) (0.08) (0.08) (0.12) (0.09)

* Significant reduction compared to baseline

4.10.4.3. Knee moment in sagittal plane for the two groups

The groups generally had no statistically significant effect on the maximum knee flexion moment
(p=0.86) or on the maximum knee extension moment (p=0.82). Whereas the main effect of duration
of intervention (time) has a significant effect on the maximum knee flexion moment (p=0.02) only
compared to baseline. The ANOVA analysis has also showed that there was no significant
interaction between groups and weeks in the maximum knee flexion moment (p=0.55) or in the

maximum knee extension moment (p=0.24). The descriptive data is presented in Table 4-11.

After wearing LW1 for six weeks, the maximum knee flexion moment did not significantly increase
(mean difference 0.039 (0.01) Nm/kg, p= 0.14) in comparison to the shod only at week six with the
maximum knee flexion moment slightly increasing (average increased was 7.2 %, ranged (-14%)-
26%). In addition, after wearing LWI for six weeks, the maximum knee flexion moment
significantly increased (mean difference 0.11 (0.12) Nm/kg, p=0.01) in comparison to the shod at
baseline by 22.6% (ranged (-13.9%)-40%) with no significant change was seen in comparator group
compared to time points (p>0.05) (Figure 4-9). After six weeks, there was no significant differences

between groups in maximum knee flexion moment or maximum knee extension moment.
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Table 4-11: Mean (SD) knee moment in sagittal plane during walking for two groups after wearing insoles

for six weeks.

Mean (SD)
Baseline Week Six
Wedged Group Neutral Group
Wedged Group | Neutral Group Neutral
Shod LWiI Shod insole
0.53 0.57* 0.54 0.57
Knee flexion 0.46 (0.27) 0.50 (0.23) (0.27) (0.28) (0.26) (0.26)
moment (Nm/kg)
Knee extension -0.34 -0.35 -0.28 -0.34
moment -0.34 (0.18) -0.32 (0.14) (0.19) (0.18) (0.21) (0.16)
(Nm/kg)
* Significant difference compared to baseline.
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Figure 4-9: The knee moment in sagittal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.4.4. Vertical ground reaction force for the two groups

There was no significant difference between groups (p>0.05) in early stance, mid-stance-late stance

phase of the GRF. The ANOVA analysis has also showed that there was no significant interaction

between groups and weeks and the main effect of weeks was not significant on the early stance,

mid-stance-late stance phase of the GRF (p>0.05). The descriptive data is presented in table 4-12.

After wearing insoles (either LWI or neutral insole) for six weeks, there were no significant changes

in early stance, mid-stance-late stance phase of the GRF compared to baseline and comparator group

(Figure 4-10).

Table 4-12: Mean (SD) vertical ground reaction force for two groups after wearing insoles for six weeks.

Mean (SD)
Baseline Week Six
GRF Wedged Group Neutral Group
Wedged Group | Neutral Group Neutral
Shod LWI Shod insole
Early Stance 1.05 1.06 1.06 1.05
(*BW) 1.02 (0.06) 1.04 (0.05) (0.1) (0.09) (0.09) (0.12)
0.84 0.83 0.87 0.86
Mid-stance (*BW) 0.87 (0.08) 0.89 (0.07) (0.06) (0.07) (0.1) (0.11)
1.05 1.06 1.05 1.04
Late Stance (*BW) 1.04 (0.05) 1.05 (0.06) (0.08) (0.06) (0.8) (0.12)
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Figure 4-10: The vertical ground reaction force for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.5. Volume of level of physical activity
4.10.5.1. Number of steps

The mean, SD, mean difference, p-values and changes in the average number of steps (per day) for
both groups are shown in table 4-13 and table 4-14. Table 4-15 and figures 4-11 & 4-12 show the
mean number of steps for all participants at baseline, week one, and week six for both groups (LWI

group and comparator group).

The groups (LWI and comparator groups) had no statistically significant effect on the average
number of steps per day (p=0.610). The main effect of duration of intervention “weeks” (baseline,
week one, and week six) has no significant effect on the number of steps (p=0.330) but there was a

significant interaction between the groups and weeks (p=0.003).

After wearing LWIs for one week, the average number of steps per day did not change significantly
(mean difference 603 steps/day, p=0.236) in comparison to baseline, the number of steps increased
slightly (average increase was 9.4%, range -4%-92%). After wearing LWIs for six weeks, the
number of steps significantly increased (mean difference 1,525 steps/day, p=0.000) in comparison
to baseline by 23.8% (range -18%-96%).

After wearing neutral insole for one week, the average number of steps (per day) did not change
significantly (mean difference -805 steps/day, p=0.119) in comparison to baseline, although the
number of steps decreased slightly (average decrease was 11.6%, range -33%-17%). After wearing
neutral insole for six week, the number of steps significantly decreased (mean difference -810

steps/day, p=0.032) in comparison to baseline by 11.7% (range -54%-2%).

There was no significant differences in the changes between week one and baseline between LWI
group and comparator group (mean difference 1,408 steps/day, p=0.058). However, the changes
between week six and baseline in the average number of steps per day significantly increased in
LWI group compared to comparator group (mean difference 2,335 steps/day, p=0.000).
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Table 4-13: Mean (SD), mean difference and p-value of the number of steps for groups

Mean (SD) Mean difference within groups
week 0 vs. week | week 0 vs. week-
Week 0 Week 1 Week 6 1 6
LWI | Neutral | LWI | Neutral | LWI | Neutral | LWI | neutral LWI Neutral
No. of
steps 6,415 | 6,932 | 7,018 | 6,126 | 7,940 | 6,121 | 603 -805 1,525 -810
(steps/day) | (2,926) | (3,905) | (2,582) | (2,730) | (2,904) | (4,161) | 0.236 | 0.119 | 0.000* | 0.032*
*Significant difference value.
Table 4-14: The mean of the number of steps (steps/day) for individuals
Subject LWI Group Neutral Insole Group
Baseline | Week 1 | Week 6 | Baseline | Week 1 | Week 6
1 2,575 4,456 5,041 6,667 5,677 5,542
2 11,723 | 11,270 | 13,548 5,646 6,556 5,534
3 4,851 5,146 6,590 7,220 5,841 6,195
4 6,054 4,194 4,979 15,659 | 10,507 | 15,439
5 6,767 7,544 9,297 3,830 3,801 1,768
6 5,903 6,737 8,829 3,012 3,190 2,989
7 3,579 6,882 5,580 10,815 | 10,413 | 10,986
8 10,849 | 11,008 | 10,736 8,349 7,872 6,153
9 4,707 4,600 5,299 3,459 4,032 3,221
10 7,143 8,340 9,503 4,661 3,375 3,388
Mean 6,415 7,018 7,940 6,932 6,126 6,121
(SD) (2,926) | (2,582) | (2,904) | (3,905) | (2,730) | (4,161)
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Table4-15: The differences in the number of steps for all participants for both groups.

Subject Difference in number of steps (Steps/day)
LWI Group Neutral Insole Group
W1-Baseline W6-Baseline W1-Baseline W6-Baseline
1 1,881 2,466 -991 -1,126
2 -453 1,826 911 -112
3 295 1,739 -1,379 -1,025
4 -1,859 -1,075 -5,152 -219
5 777 2,530 -28 -2,062
6 834 2,926 179 -23
7 3,304 2,001 -402 172
8 159 -113 -477 -2,196
9 -107 592 573 -239
10 1,197 2,360 -1,286 -1,273
Mean 603 1,525 -805 -810
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Figure 4-11: The mean of number of steps for all participants for baseline, week 1, and week 6 in LWI

group.
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Figure 4-12: The mean of number of steps for all participants for baseline, week 1, and week 6 in
comparator group.

4.10.5.2. Sedentary time

The mean, SD, mean difference, and changes in the sedentary time per day for both groups are
shown in table 4-16 and table 4-17. Table 4-18 and figures 4-13 & 4-14 show the average of
sedentary time for all participants at baseline, week one, and week six for both groups (LWI group

and comparator group).

The groups (LWI and comparator group) had no statistically significant effect on the average
sedentary time (p=0.851). The main effect of duration of intervention “weeks” (baseline, week one,
and week six) had no significant effect on the sedentary time (p=0.480) and there was no significant

interaction between the groups and weeks (p=0.178).

After wearing LWIs for one week, the average of sedentary time did not change significantly (mean
difference 9 min/day, p=0.438) in comparison to baseline, although the sedentary time deceased
slightly (average decrease was 0.8%, range -5%-7%). After wearing LWIs for six weeks, sedentary
time did not change significantly (mean difference 35 min/day, p=0.184) in comparison to baseline,

although the sedentary time deceased slightly (average decrease was 3.1 %, range -11%-12%).

After wearing neutral insole for one week, the average sedentary time did not change significantly
(mean difference 18 min/day, p=0.136) in comparison to baseline, the sedentary time decreased

slightly (average decrease was 1.5%, range -4%-3%). After wearing neutral insole for six weeks,
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sedentary time did not change significantly (mean difference 7 min/day, p=0.788) in comparison to
baseline, although the sedentary time increased slightly (average increase was 0.6%, range -9%-
15%)

There were no significant differences in the changes between baseline compared to week one or
week six between LWI group and comparator group.

Table 4-16: Mean (SD) and mean differences of the sedentary for groups

Mean (SD) Mean difference within groups
Week 0 Week 1 Week 6 week 0 vs. Week 1 | week 0 vs. Week 6
LWI | Neutral | LWI | Neutral | LWI | Neutral | LWI | Neutral LWI Neutral
Sedentary
time 1,156 | 1,152 | 1,147 | 1,134 | 1,121 | 1,159 -9 -18 -35 7

(min/day) | (104) | (59) | (89) | (59) | (103)| (114) | 0.438 | 0.136 | 0.184 | 0.788

Table 4-17: The mean of the sedentary time (min/day) for individuals

Subject LWI Group Neutral Insole Group
Baseline | Week 1 | Week 6 | Baseline | Week 1 | Week 6

1 1,205 1,142 1,175 1,210 1,208 1,247
2 1,069 1,026 956 1,182 1,163 | 1,238
3 1,137 1,099 | 1,014 1,089 1,079 988
4 1,271 1,261 1,188 1,097 1,079 1,085
5 1,095 1,140 1,108 1,167 1,157 1,339
6 1,065 1,140 1,195 1,095 1,125 1,095
7 1,315 1,269 1,278 1,183 1,137 1,074
8 1,096 1,075 | 1,061 1,070 1,023 | 1,066
9 1,282 1,261 1,203 1,240 1,198 1,176
10 1,026 1,058 1,029 1,186 1,173 1,281
Mean 1,156 1,147 1,121 1,152 1,134 1,159
(SD) (104) (89) (103) (59) (59) (114)
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Table4-18: The differences in the sedentary time for all participants for both groups.

Subject Difference in sedentary time (min/day)
LWI Group Neutral Insole Group
W1-Baseline W6-Baseline W1-Baseline W6-Baseline
1 -63 -30 -2 37
2 -43 -113 -20 56
3 -39 -123 -10 -101
4 -10 -83 -18 -12
5 46 14 -10 172
6 75 130 31 1
7 -46 -37 -46 -109
8 -21 -35 -46 -4
9 -21 -80 -42 -64
10 32 3 -13 95
Mean -9 -35 -18 7
1600 - LWI Group
1400 4 sedentary
1200 A
- 1000 H+
% 800 -
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400 A
200 -
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Figure 4-13: The mean of sedentary time for all participants for baseline, week 1, and week 6 in LWI
group.
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Figure 4-14: The mean of sedentary time for all participants for baseline, week 1, and week 6 in comparator
group.

4.10.5.3. Up-right time

The mean, SD, mean difference, and changes in the upright time per day for both groups are shown
in table 4-19 and table 4-20. Table 4-21 and figures 4-15 & 4-16 show the average of upright time

for all participants at baseline, week one, and week six for both groups (LWI group and comparator

group).

The groups (LWI and comparator groups) had no statistically significant effect on the average
upright time (p=0.692). The main effect of duration of intervention “weeks” (baseline, week one,
and week six) had no significant effect on the upright time (p=0.405) and there was a no significant

interaction between the groups and weeks (p=0.377).

After wearing LWIs for one week, the average upright time did not change significantly (mean
difference 9 min/day, p=0.536) in comparison to baseline, although the upright time increased
slightly (average increase was 3.2%, range -8%-37%). After wearing LWIs for six week, upright
time did not change significantly (mean difference 35 min/day, p=0.202) in comparison to baseline,

although the upright time increased slightly (average increase was 12.5%, range -35%-50%).

After wearing neutral insole for one week, the average upright time did not change significantly
(mean difference 14 min/day, p=0.342) in comparison to baseline, although the upright time
increased slightly (average increase was 5.0%, range -4%-29%). After wearing neutral insole for six
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weeks, the upright time did not change significantly (mean difference 3 min/day, p=0.912) in

comparison to baseline, although the upright time increased slightly (average increase was 1.1%,
range -63%- 43%).

There were no significant differences in the changes between baseline compared to week one or

week six between LWI group and comparator group.

Table 4-19: Mean (SD), and mean differences of the upright for groups

Mean (SD) Mean difference within groups
Week 0 Week 1 Week 6 week 0 vs. Week 1 | week 0 vs. Week 6

LWI Neutral | LWI | Neutral | LWI [ Neutral | LWI Neutral | LWI Neutral
Upright
time 284 278 293 292 319 281 9 14 35 3
(min/day) (104) (57) | (89) (71) | (103) (114) | 0536 0.342 0.202 0.912

Table 4-20: The mean of the upright time (min/day) for individuals
Subject LWI Group Neutral Insole Group
Baseline | Week 1 | Week 6 | Baseline | Week 1 | Week 6

1 235 298 265 230 232 193
2 371 414 484 258 277 202
3 303 341 426 351 361 452
4 169 179 252 343 328 355
5 345 300 332 273 283 101
6 375 300 245 245 315 345
7 125 171 162 257 303 366
8 344 365 379 370 417 374
9 158 179 237 200 242 264
10 414 382 411 254 162 159
Mean 284 293 319 278 292 281
(SD) (104) (89) (103) (57) (71) (114)
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Table 4-21: The differences in the upright time for all participants for both groups.

Subject Differences in up-right time (min/day)
LWI Group Neutral Insole Group
W1-Baseline W6-Baseline W1-Baseline W6-Baseline

1 63 30 2 -37
2 43 113 20 -56
3 39 123 10 101
4 10 83 -15 12
5 -45 -14 10 -172
6 -75 -130 70 100
7 46 37 46 109
8 21 35 46 4
9 21 80 42 64
10 -32 -3 -92 -95

Mean 9 35 14 3
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Figure 4-15: The mean of up-right time for all participants for baseline, week 1, and week 6 in LWI group.
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Figure 4-16: The mean of upright time for all participants for baseline, week 1, and week 6 in comparator
group.

4.10.5.4. Stepping time

The mean, SD, mean difference, p-value and changes in the stepping time per day for both groups
are shown in table 4-22 and table 4-23. Table 4-24 and figures 4-17 & 4-18 show the average of
stepping time for all participants at baseline, week one, and week six for both groups (LWI group

and comparator group).

The groups (LWI and comparator groups) had no statistically significant effect on the average
stepping time (p=0.787). The main effect of duration of intervention “weeks” (baseline, week one,
and week six) had no significant effect on the stepping time (p=0.339), however, there was a

significant interaction between the groups and weeks (p=0.003).

After wearing LWIs for one week, the average stepping time did not change significantly (mean
difference 8 min/day, p=0.092) in comparison to baseline, although the stepping time increased
slightly (average increase was 9.8%, range -24%- 73%). After wearing LWIs for six weeks, the
stepping time increased significantly (mean difference 17 min/day, p=0.001) in comparison to
baseline by 20.7% (range -10%-62%).

After wearing neutral insole for one week, the average stepping time did not change significantly
(mean difference 6 min/day, p=0.174) in comparison to baseline, although the stepping time
decreased slightly (average decrease was 6.8%, range -26%-16%). After wearing neutral insole for
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six weeks, the stepping time did not change significantly (mean difference 8 min/day, p=0.094) in
comparison to baseline, although the stepping time decreased slightly (average decrease was 8.4%,
range -48%-15%).

There was a significant increase in the changes between week one and baseline between LWI1 group
and comparator group (mean difference 14 min/day, p=0.036). In addition, the changes between
week six and baseline in the average stepping time increased significantly in LWI group compared

to comparator group (mean difference 25 min/day, p=0.001).

Table 4-22: Mean SD), mean differences and p-value of the stepping time for groups

Mean (SD) Mean difference within groups
Week 0 Week 1 Week 6 week 0 vs. Week 1 | week 0 vs. Week 6
LWI | Neutral | LWI Neutral | LWI Neutral | LWI Neutral LWiI Neutral
stepping
time 81 90 89 84 98 82 8 -6 17 -8
(min/day) | (30) (41) (28) (34) (33) (45) 0.092 0.174 0.001* 0.094
*Significant difference value
Table 4-23: The mean of the stepping time (min/day) for individuals
Subject LWI Group Neutral Insole Group
Baseline | Week 1 | Week 6 | Baseline | Week 1 | Week 6

1 39 61 63 96 87 82
2 133 133 164 76 87 73
3 77 81 102 89 76 80
4 66 50 60 160 126 166
5 90 96 112 50 50 26
6 76 82 98 44 48 46
7 50 87 72 127 128 146
8 118 120 118 141 131 108
9 60 60 70 51 56 50
10 105 122 124 66 49 46

Mean 81 89 98 90 84 82

(SD) (30) (28) (33) (41) (34) (45)
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Table 4-24: The differences in the stepping time for all participants for both groups.
Subject Differences in stepping time (min/day)
LWI Group Neutral Insole Group
W1-Baseline W6-Baseline W1-Baseline W6-Baseline
1 23 24 -9 -14
2 0 31 12 -3
3 4 25 -14 -9
4 -16 -7 -33 7
S 6 22 0 -24
6 6 23 4 2
7 37 22 1 19
8 2 0 -10 -33
9 0 10 5 -1
10 17 19 -17 -20
Mean 8 17 -6 -8
180 - LWI Group
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.§ 100 -
g 80
60 -
40
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Figure 4-17: The mean of stepping time for all participants for baseline, week 1, and week 6 in LWI group.
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Figure 4-18: The mean of stepping time for all participants for baseline, week 1, and week 6 in neutral
insole group.

4.10.5.5. Standing time

The mean, SD, mean difference, and changes in the standing time per day for both groups are shown
in table 4-25 and table 4-26. Table 4-27 and figures 4-19 & 4-20 show the average of standing time
for all participants at baseline, week one, and week six for both groups (LWI group and neutral
insole group). The groups (LWI and comparator groups) had no statistically significant effect on the
average of standing time (p=0.712). The main effect of duration of intervention “weeks” (baseline,
week one, and week six) had no significant effect on the standing time (p=0.486) and there was no

significant interaction between the groups and weeks (p=0.530).

After wearing LWIs for one week, the average of standing time did not change significantly (mean
difference 1 min/day, p=0.941) in comparison to baseline, although the standing time increased
slightly (average increase was 0.5%, range -27%-25%). After wearing LWIs for six weeks, the
standing time did not change significantly (mean difference 18 min/day, p=0.141) in comparison to
baseline, although the standing time increased slightly (average increase was 9.1%, range -51%-
87%).

After wearing neutral insole for one week, the average of standing time did not change significantly
(mean difference 20 min/day, p=0.479) in comparison to baseline, although the standing time
increased slightly (average increase was 10.7%, range -40%-34%). After wearing neutral insole for
six weeks, the standing time did not change significantly (mean difference 11 min/day, p=0.675) in
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comparison to baseline, although the standing time increased slightly (average increase was 5.7%,
range -66%-69%).

There was no significant difference in the changes between baseline compared to week one or week

six between LW!I group and comparator group.

Table 4-25: Mean (SD), and mean differences of the standing time for groups

Mean (SD) Mean difference within groups
Week 0 Week 1 Week 6 week O vs. Week 1 | week 0 vs. Week 6
LWI | Neutral | LWI Neutral | LWI Neutral | LWI Neutral LWI Neutral
standing
time 203 188 204 208 221 199 1 20 18 11
(min/day) | (84) (43) (69) (59) 77) (95) 0.941 0.479 0.141 0.675

Table 4-26: The mean of the standing time (min/day) for individuals

Subject LWI Group Neutral Insole Group
Baseline | Week 1 | Week 6 | Baseline | Week 1 | Week 6

1 196 237 202 133 145 110
2 238 281 320 182 190 129
3 226 260 323 262 286 372
4 103 128 192 183 202 189
5 255 204 220 223 233 75
6 299 218 146 200 267 299
7 75 84 90 130 175 221
8 226 244 262 229 286 266
9 98 119 168 149 186 214
10 309 260 287 188 113 113
Mean 203 204 221 188 208 199
(SD) (84) (69) (77) (43) (59) (95)
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Table 4-27: The differences in the standing time for all participants for both groups.
Subject Differences in standing time (min/day)
LWI Group Neutral Insole Group
W1-Baseline W6-Baseline W1-Baseline W6-Baseline
1 41 6 12 -23
2 43 82 8 -53
3 34 98 24 110
4 26 89 19 6
5 -52 -35 10 -148
6 -81 -153 67 99
7 9 15 45 91
8 18 36 57 37
9 21 70 37 65
10 -49 -22 -75 -75
Mean 1 18.4 20.4 10.9
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Figure 4-19: The mean of standing time for all participants for baseline, week 1, and week 6 in LWI group.
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Figure 4-20: The mean of standing time for all participants for baseline, week 1, and week 6 in neutral
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4.10.6. Walking pattern

4.10.6.1. Length of walking

The mean minutes per day of length of walking across different walking bands for baseline, week

one and week six for both lateral wedged insole and comparator groups is shown in table 4-28, figure
4-21 and figure 4-22.

The continuous walking time in the 5-10 min band increased in LWI group in week one and week

six compared to baseline. The results showed that the LWI group walked for a longer time in the 5-

10 minute walking band when wearing LWI for one and six weeks compared to baseline. Individuals

with LWI walked for a longer period, whereas the comparator group shows no change in term

walking length.

Table 4-28: Length of walking (mean minutes per day) across different walking bands (in minute) for

baseline, week 1 and week 6 for lateral wedged insole group and neutral insole group.

Walking band LWIO | LWIL1 | LWI6 Walking band NO N1 N6
0-0.5 354 38.3 38.6 0-0.5 35 359 | 36.2
0.5-1 11 11.7 12.2 0.5-1 13.8 13.4 | 133
1-2 6.9 6.7 9.0 1-2 9.0 9.9 8.3
2-3 3.9 4.9 4.9 2-3 6.8 6.0 5.3
3-4 4.2 55 5.8 3-4 4.5 4.1 4.5
4-5 3.4 4.8 4.8 4-5 1.9 2.4 2.7
5-10 8.3 12.5 15.1 5-10 9.6 7.9 7.5
10-20 4.3 4.6 54 10-20 7.2 2.3 3.8
20-30 2.1 0.4 1.0 20-30 1.6 0.3 0.0
>30 1.8 0.0 1.4 >30 0.0 0.0 0.0
SUM 81.3 89.3 98.2 SUM 89.4 82.1 | 817
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Figure 4-21: Mean minutes per day of length of walking (duration) across different walking bands for
baseline, week 1 and week 6 for lateral wedged insole group.
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Figure 4-22: Mean minutes per day of length of walking (duration) across different walking bands for
baseline, week 1 and week 6 for neutral insole group.
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4.10.6.2. Cadence

The mean minutes per day across cadence bands for baseline, week one and week six for both lateral

insole and comparator groups is shown in table 4-29, figure 4-23 and figure 4-24.

The main difference in LWI group was in the cadence bands from 90 to 110 steps/minutes, the LWI

group showed an increase in the amount of time walking per day at these cadences whereas the

comparator group showed no change at any cadence band.

Table 4-29: Mean minutes per day across cadence bands (steps/day) for baseline, week 1 and week 6 for

both lateral insole and neutral insole groups.

Cadence band LWIO LWI1 LWI6 | Cadence band NO N1 N6
<10 0.0 0.0 0.0 <10 0.0 0.0 0.0
10-20 0.0 0.0 0.0 10-20 0.0 0.0 0.0
20-30 2.58 2.90 2.90 20-30 2.25 2.68 2.43
30-40 4.10 4.13 4.28 30-40 3.73 4.09 4.18
40-50 6.37 6.70 6.51 40-50 7.31 7.28 8.53
50-60 8.72 9.53 8.90 50-60 13.30 12.42 | 12.11
60-70 8.99 9.96 9.86 60-70 12.83 12.89 | 10.85
70-80 9.25 9.80 10.09 70-80 10.47 11.13 | 10.40
80-90 7.83 10.50 9.95 80-90 9.48 9.61 8.91
90-100 12.54 14.46 18.35 90-100 11.55 11.07 | 10.18
100-110 14.35 16.32 22.10 100-110 7.45 6.63 5.82
110-120 3.95 3.55 3.98 110-120 5.42 3.48 4.77
120-130 2.49 1.32 1.02 120-130 4.43 0.63 3.34
130-140 0.07 0.06 0.18 130-140 1.11 0.10 0.10
140-150 0.05 0.04 0.05 140-150 0.03 0.07 0.03
150-160 0.0 0.01 0.01 150-160 0.0 0.01 0.01
160-170 0.0 0.0 0.0 160-170 0.0 0.0 0.0
170-180 0.02 0.02 0.02 170-180 0.02 0.02 0.02
SUM 81.33 89.31 98.19 SUM 89.38 82.11 | 81.67
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Figure 4-23: Mean minutes per day across cadence bands for baseline, week 1 and week 6 for lateral wedge
insole group.
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Figure 4-24: Mean minutes per day across cadence bands for baseline, week 1 and week 6 for neutral insole
group.
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4.10.7. Knee injury and Osteoarthritis Outcome Score (KOOS) results

Knee pain was measured pre-, during, and after 6 weeks of wearing the LWI insoles and neutral
insoles. Mean (SD) of knee pain with the mean difference for both groups is presented in Table 4-
30. Knee pain was significantly improved after wearing either LWI1 or neutral insole for one or six

weeks compared to baseline with no significant differences between groups (p>0.05).

Table 4-30: Mean, standard deviation (SD), mean differences and p-value of the knee pain (KOOS) for both

groups.
Mean (SD) Mean difference within groups (p-value)
Week 0 Week 1 Week 6 week 0 vs. week 1 | week 0 vs. week- 6
LWI Neutral LWI Neutral | LWI Neutral LWI neutral LWI Neutral
KOOS
(pain 51.9 49.8 66.5 67.6 65 61.1 -14.6 -17.8 -13.1 -11.3
scale) [ (15.55) | (11.7) | (15.97) | (11.64) | (11.2) | (8.83) | 0.013* | 0.004* 0.003* 0.01*

*Significant difference value
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4.10.8. Kinematics results over one week for the two groups
4.10.8.1. Temporal and spatial data for the two groups

The ANOVA analysis has showed that there was no significant difference between groups (p>0.05)
with a significant interaction between groups and weeks on the speed (p=0.03) and cadence
(p=0.02). The main effect of weeks (time) was significant on all temporal and spatial variables
(p=0.00). The descriptive data is presented in table 4-31.

After wearing LWI for one week, all variables were significantly increased (except stance time
decreased significantly) compared to baseline (p<0.05). Speed was increased significantly by 17%

(mean difference 0.15 m/s (0.07), p=0.000) in week one compared to baseline.

After wearing neutral insole for one week, all variables were significantly increased compared to
baseline (p<0.05) except stance time (affected and unaffected sides) and cadence did not change
significantly; p=0.12, p=0.18 and p=0.13, respectively. Speed was increased significantly by 11.9
% (mean difference 0.10 m/s (0.07), p=0.004) compared to baseline. After one week, cadence was
increased significantly in wedged group compared to comparator group (p=0.002). Walking speed
increased after wearing LWI for one week compared to comparator group but not significant.

Table 4-31: Mean (SD) temporal and spatial variables for two groups after wearing insoles for one week.

Mean (SD)
Baseline Week One
Wedged
Group Neutral Group | Wedged Group | Neutral Group
Neutral Neutral
Shod | LWI Shod | insole | Shod LwWi Shod | insole
Speed 0.9 0.9 0.8 0.9 0.9 1.0* 0.9 0.9*
(m/s) (0.2) | (0.2) (0.2) (0.2) (0.2) (0.2) (0.2) (0.3)
Stride Length 1.2 1.2 1.2 1.2 1.3 1.4* 1.3 1.4*
(m) 0.2) | (0.2) (0.2) (0.2) (0.2) (0.1) (0.1) (0.1)
Affected step 0.6 0.6 0.6 0.6 0.7 0.7* 0.7 0.7*
length(m) (0.1) | (0.1) (0.1) (0.1) (0.1) (0.1) (0.1) (0.0)
Unaffected step | 0.6 0.6 0.6 0.6 0.6 0.7* 0.6 0.6*
length(m) (0.1) | (0.2) (0.1) (0.1) (0.1) (0.1) (0.1) (0.1)
Affected stance 0.9 0.9 1.0 1.0 0.9 0.9* 1.0 0.9
time (5) (0.1) | (0.1) (0.2) (0.2) (0.1) (0.1) (0.2) (0.3)
Unaffected 0.9 0.9 1.0 1.0 0.9 0.9* 1.0 1.0
stance time(s) (0.1) | (0.1) (0.3) (0.2) (1) (0.2) (0.3) (0.3)
Cadence 829 | 859 80.7 84.5 83.8 | 90.1* 81.0 84.2
(step/min) (9.9) | (11.6) | (14.9) | (18.6) | (13.2) | (11.1) | (18.0) | (18.5)

*Significant difference value compared to baseline.
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4.10.8.2. Hip angle in sagittal plane for the two groups

There was no significant difference between groups or weeks (p>0.05) and the ANOVA analysis

has also showed that there is no significant interaction between groups and weeks (p>0.05) on the

maximum hip extension, the maximum hip flexion angle, and the hip ROM. The descriptive data is
presented in Table 4-32. The data from baseline and week one indicated that LWI and neutral insole

did not significantly change the maximum hip extension angle, the maximum hip flexion angle and

the hip ROM compared to baseline and comparator group (Figure 4-25).

Table 4-32: Mean (SD) hip angle in sagittal plane during walking for two groups after wearing insoles for

one week.
Mean (SD)
Hip angle Baseline (week 0) Week One
(degree) Wedged Group Neutral Group Wedged Group Neutral Group
Neutral Neutral
Shod LWI Shod insole Shod LWiI Shod insole
Maximum hip -6.3 -5.3 5.5 -6.0 -7.8 -7.2 -7.3 -7.3
extension (7.4) (7.2) (10.1) (10.2) (6.0) (5.7) (6.7) (7.2)
Maximum hip 30 31.3 30.1 30.6 28.5 29.8 28 28.4
flexion (4.4) (5.7) (5.4) (5.2) (6.8) (7.7) (5.0) (4.2)
Hip ROM 36.3 36.6 35.6 36.6 36.3 37 35.3 35.8
(degree) (7.80) (7.0) (7.2) (7.2) (6.3) (6.1) (6.9) (6.0)
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Figure 4-25: The hip angle in sagittal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.8.3. Knee angle in sagittal plane for the two groups

There groups or weeks had no significant effect (p>0.05) and the ANOVA analysis has also showed
that there was no significant interaction between groups and weeks (p>0.05) on the knee flexion
angle at initial contact, the maximum knee angle at loading response, the knee extension angle at
mid stance, the maximum knee flexion angle at mid-swing and the sagittal knee ROM. Whereas, the
effect of weeks on the knee ROM in sagittal plane was significant (p<0.05). The descriptive data is

presented in table 4-33.

The data from baseline and week one indicated that LWI and neutral insoles did not significantly
change the maximum knee flexion angle at initial contact, the maximum knee flexion angle at
loading response, the knee extension angle at mid stance, the maximum knee flexion angle at mid
swing and the sagittal knee ROM in comparison to baseline and comparator group (Figure 4-26).
Whereas, there was a significant increase in the maximum knee flexion angle at loading response
(mean difference 1.89(2.5) degree, p=0.043), the maximum knee flexion angle at mid swing (mean
difference 2.03(2.0) degree, p=0.01) and the knee ROM in sagittal plane (mean difference 1.4(1.6)
degree, p=0.02) after wearing LWI for one week in comparison to the shod only at week one.

Table 4-33: Mean (SD) knee angle in sagittal plane during walking for two groups after wearing insoles for
one week.

Mean (SD)
Knee angle Baseline (week 0) Week One
(degree) Wedged Group Neutral Group Wedged Group Neutral Group
Neutral Neutral
Shod LWI Shod insole Shod LWI Shod insole
Initial contact 0.47 0.89 2.07 1.55 0.48 0.16 0.59 0.10
(5.7) (5.5) (6.2) (7.1) (5.3) (5.4) (8.8) (9.8)
Loading response 8.26 9.25 10.72 11.11 8.0 9.90* | 10.47 10.42
(peak knee flexion) (7.6) (7.5) (6.8) (7.9) (7.5) (7.9) (9.3) (10.0)
Mid-stance 2.93 3.48 5.53 5.12 2.89 3.51 3.95 3.61
(knee extension) (7.1) (6.9) (7.0) (7.6) (6.7) (6.7) (9.2) (9.6)
Mid-swing 56.99 58.7 57.68 | 58.30 56.98 | 58.9* | 54.77 55.94
(peak knee flexion) (7.1) (7.6) (6.7) (6.5) (9.1) (8.5) (8.8) (8.3)
54.1 55.2 52.15 | 53.18 54.0 55.4* | 50.83 52.33
Knee ROM (degree) (9.4) 9.4) | 11.7) | (12.2) (9.1) (8.9) | (12.0) | (11.8)

*Significant difference value compared to baseline at week one
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Figure 4-26: The knee angle in sagittal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.8.4. Knee angle in frontal plane for the two groups

There was no significant difference between groups or weeks (p>0.05) and the ANOVA analysis

has also showed that there is no significant interaction between groups and weeks (p>0.05) on the

maximum knee adduction angle, the maximum knee abduction angle and the knee ROM in frontal

plane. The descriptive data is presented in table 4-34. The data from baseline and week one indicated

that LWI did not significantly change the maximum knee adduction angle, the maximum knee

abduction angle and the knee ROM in frontal plane in comparison to baseline and comparator group

(Figure 4-27).

Table 4-34: Mean (SD) knee angle in frontal plane during walking for two groups after wearing insoles for

one week.

Knee angle

Mean (SD)

Baseline (week 0)

Week One

Wedged Group Neutral Group Wedged Group Neutral Group
Neutral Neutral
Shod LWI Shod insole Shod LWI Shod insole
Maximum knee
adduction 7.96 8.50 8.88 9.01 8.89 8.63 9.55 9.75
(degree) (6.2) (5.8) (4.6) (4.5) (5.9) (6.6) (5.0) (5.0)
Maximum knee
abduction -6.53 -6.83 -4.56 -4.74 -6.21 -6.61 -5.33 -5.25
(degree) (3.2) (3.0) (3.2) (3.8) (2.4) (2.6) (2.2) (2.8)
Knee ROM 14.49 15.33 13.45 13.75 15.10 15.23 14.88 15
(degree) (6.3) (6.1) (5.8) (5.7) (6.4) (6.8) (4.9) (4.9
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Figure 4-27: The knee angle in frontal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.

4.10.8.5. Ankle angle in sagittal plane for the two groups

There was no significant difference between groups (p>0.05) and the ANOVA analysis has also

showed that there is no significant interaction between groups and weeks (p=>0.05) on the ankle
dorsiflexion angle, the ankle plantar-flexion angle and the ankle ROM in sagittal plane. Whereas,

the effect of weeks on ankle dorsiflexion angle, the ankle ROM in sagittal plane was significant

(p<0.05). The descriptive data is presented in table 4-35.

The data from baseline and week one indicated that LWI and neutral insoles did not significantly

change the ankle dorsiflexion angle and the ankle plantar-flexion angle and the ankle ROM in

sagittal plane in comparison to baseline and comparator group. Whereas, the ankle ROM in sagittal
plane significantly increased (mean difference 2.15(2.9) degree, p=0.015) after wearing LWI for one

week in comparison to the shod at baseline (Figure 4-28).
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Table 4-35: Mean (SD) ankle angle in sagittal plane during walking for two groups after wearing insoles for

one week.
Mean (SD)
Ankle angle Baseline (week 0) Week One
Wedged Group Neutral Group Wedged Group Neutral Group
Neutral Neutral
Shod LWI Shod insole Shod LWI Shod insole
Ankle dorsiflexion 20.16 | 21.43 22.12 22.48 21 21.03 21.69 22.12
(degree) (3.9 (4.0) (3.3) (3.3) (3.5) (3.5) (4.5) (5.1)
Ankle plantar-flexion -6.44 | -5.35 -5.38 -5.51 -6.02 -1.72 -5.41 -5.66
(degree) (6.1) (5.6) (5.0) (5.7) (6.1) (6.0) (5.8) (5.8)
Ankle ROM 26.60 26.78 27.51 27.99 27.02 28.75* 27.10 27.79
(degree) (5.3) 4.7) (3.5 (3.4) (5.4) (5.4) (4.3) (3.4)
* Significant difference compared to baseline
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Figure 4-28: The ankle angle in sagittal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.9. Kinematics results over six weeks for the two groups
4.10.9.1. Temporal and spatial data for the two groups

The ANOVA analysis has showed that there was no significant difference between groups (p=>0.05)
with a significant interaction between groups and weeks on the speed (p=0.03) and cadence (0.02).
The main effect of weeks (time) was significant on all temporal and spatial variables (p=0.00). The

descriptive data is presented in table 4-36.

After wearing LWI for six weeks, all variables were significantly increased compared to baseline
(p<0.05) except stance time significantly reduced (p<0.05) and unaffected step length did not change
significantly p>0.05). Speed was significantly increased by 19% (mean difference 0.16 m/s (0.08),

p=0.00) compared to baseline.

After wearing neutral insole for six weeks, all variables were increased significantly (except stance
time did not change) compared to baseline (p<0.05). Speed was increased significantly by 10.2 %
(mean difference 0.09 m/s (0.07), p=0.004) compared to baseline. There was no significant
difference between groups in all temporal and spatial variables after wearing insoles (either LWI or

neutral insole).

Table 3-36: Mean (SD) temporal and spatial variables for two groups after wearing insoles for six weeks.

Mean (SD)
Baseline Week Six
Wedged Group Neutral Group
Wedged Neutral Neutral
Group Group Shod LWiI Shod insole
Speed 0.9 0.8 1.0 1.0* 0.9 0.9*
(m/s) (0.2) (0.2) (0.2) (0.2) (0.3) (0.2)
Stride Length 1.2 1.2 1.2 1.3* 1.3 1.3*
(m) (0.2) (0.2) (0.2) (0.2) (0.2) (0.2)
Affected step 0.6 0.6 0.6 0.7* 0.6 0.6*
length(m) (0.1) (0.1) (0.1) (0.1) (0.1) (0.1)
Unaffected step 0.6 0.6 0.7 0.7 0.6 0.6
length(m) (0.1) (0.1) (0.1) (0.1) (0.1) (0.1)*
Affected stance 0.9 1.0 0.8 0.8* 1.0 0.9
time (5) (0.1) (0.2) (0.1) (0.1) (0.3) (0.2)
Unaffected stance 0.9 1.0 0.9 0.8* 1.0 0.9
time(s) (0.1) (0.3) (0.1) (0.1) (0.3) (0.2)
Cadence 82.9 80.7 90.0 94.5* 81.2 84.2*
(step/min) (9.9) (14.9) (10.4) (9.4) (15.8) (14.5)

*Significant difference value compared to baseline.
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4.10.9.2. Hip angle in sagittal plane for the two groups

There was no significant difference between groups or weeks (p>0.05) and the ANOVA analysis
has also showed that there is no significant interaction between groups and weeks (p>0.05) on the
maximum hip extension, the maximum hip flexion angle, and the hip ROM in sagittal plane. The
descriptive data is presented in table 4-37.

The data from baseline and week six indicated that LWI and neutral insole did not significantly
change the maximum hip extension angle, the maximum hip flexion angle and the hip ROM in
sagittal plane compared to baseline and comparator group (Figure 4-29).

Table 4-37: Mean (SD) hip angle in sagittal plane during walking for two groups after wearing insoles for
Six weeks.

Mean (SD)
Hip angle Baseline (week 0) Week Six
(degree) Wedged Neutral Wedged Group Neutral Group
Group Group Neutral
Shod LWI Shod insole
Max hip extension -6.3 -5.5 -5.8 -6.1 -7.6 -7.9
(late stance) (7.4) (10.1) (5.9) (6.5) (7.8) (7.8)
Max hip flexion 30. 30.1 31 316 27.8 28.1
(swing phase) (4.4) (5.4) (3.9) (4.2) (5.5) (4.7)
Hip ROM 36.3 35.6 36.8 37.7 35.4 36
(degree) (7.80) (7.2) (7.4) (7.8) (7.4) (7.2)
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Figure 4-29: The hip angle in sagittal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.

4.10.9.3. Knee angle in sagittal plane for the two groups

There groups or weeks had no significant effect (p>0.05) and the ANOVA analysis has also showed
that there was no significant interaction between groups and weeks (p>0.05) on the knee flexion
angle at initial contact, the maximum knee angle at loading response, the knee extension angle at
mid stance, the maximum knee flexion angle at mid-swing and the sagittal knee ROM. Whereas, the
effect of weeks on the knee ROM in sagittal plane was significant (p<0.05). The descriptive data is

presented in table 4-38.

The data from baseline and week six indicated that LWI and neutral insole did not significantly
change the knee flexion angle at initial contact, the maximum knee flexion angle at loading response,
the knee extension angle at mid stance, the maximum knee flexion angle at mid swing and the
sagittal knee ROM in comparison to baseline and comparator group. Whereas, after wearing LWI
for six weeks, the ROM knee ROM knee in sagittal plane significantly increased (mean difference

2.4(3.8) degree, p=0.049) in comparison to the shod at baseline (Figure 4-30).
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Table 4-38: Mean (SD) knee angle in sagittal plane during walking for two groups after wearing insoles for

six weeks.
Mean (SD)
Knee angle Baseline (week 0) Week Six
(degree) Wedged Neutral Wedged Group Neutral Group
Group Group Neutral
Shod LWI Shod insole
0.47 2.07 0.50 0.02 2.31 2.11
Initial contact (5.7) (6.2) (6.8) (6.9) (6.9) (6.5)
Loading response 8.26 10.72 9.46 10.54 11.70 12.24
(peak knee flexion) (7.6) (6.8) (7.4) (8.2) (8.1) (7.2)
Mid-stance 2.93 5.53 4.10 3.73 6.01 6.30
(knee extension) (7.1) (7.0) (6.8) (7.1) (7.3) (6.50)
Mid-swing 56.99 57.68 59.38 56.46 57.7 58.78
(peak knee flexion) (7.1) (6.7) (8.7) (15.1) (6.2) (6.4)
Knee ROM 54.1 52.15 55.28 56.40* 51.72 52.48
(degree) (9.4) (11.7) (8,8) (8.8) (11.1) (10.6)
* Significant difference compared to baseline
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Figure 4-30: The knee angle in sagittal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.9.4. Knee angle in frontal plane for the two groups

There was no significant difference between groups or weeks (p=>0.05) and the ANOVA analysis

has also showed that there is no significant interaction between groups and weeks (p>0.05) on the

maximum knee adduction angle, the maximum knee abduction angle and the knee ROM in frontal

plane. The descriptive data is presented in table 4-39. The data from baseline and week six indicated

that LWI did not significantly change the maximum knee adduction angle, the maximum knee

abduction angle and the frontal knee ROM in comparison to baseline and comparator group (Figure

4-31).

Table 4-39: Mean (SD) knee angle in frontal plane during walking for two groups after wearing insoles for

six weeks.
Mean (SD)
Knee angle Baseline (week 0) Week Six
(degree) Wedged Neutral Wedged Group Neutral Group
Group Group Neutral
Shod LWI Shod insole
Maximum knee 7.96 8.88 8.77 8.44 10.24 11.12
adduction (6.2) (4.6) (5.3) (5.4) (3.2) (3.8)
Maximum knee -6.53 -4.56 -6.34 -6.04 -4.44 -4.04
abduction (3.2) (3.2) (4.0) (3.8) (3.3) (2.7)
Knee ROM 14.49 13.45 15.12 14.49 14.68 14.85
(degree) (6.3) (5.8) (4.0) (3.6) (4.5) (4.6)
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Figure 4-31: The knee angle in frontal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.9.5. Ankle angle in sagittal plane for the two groups

There was no significant difference between groups (p>0.05) and the ANOVA analysis has also
showed that there is no significant interaction between groups and weeks (p>0.05) on the ankle
dorsiflexion angle, the ankle plantar-flexion angle and the ankle ROM in sagittal plane. Whereas,
the effect of weeks on ankle dorsiflexion angle, the ankle ROM in sagittal plane was significant

(p<0.05). The descriptive data is presented in table 4-40.

After wearing LWI for six weeks, the ankle dorsiflexion angle significantly increased (mean
difference 0.97(1.1) degree, p=0.04) in comparison to the shod at baseline. The ankle ROM in
sagittal plane slightly increased but not significant (mean difference 1.6(3.3) degree, p=0.09) after
wearing LWI for six weeks in comparison to the shod at baseline. In addition, there was no
significant change within group, in comparator group, in different time points or compared to LWI

group in the ankle dorsiflexion angle, the ankle plantar flexion and sagittal ankle ROM (Figure 4-
32).
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Table 4-40: Mean (SD) ankle angle in sagittal plane during walking for two groups after wearing insoles for

six weeks.
Mean (SD)
Ankle angle Baseline (week 0) Week Six
Wedged Neutral Wedged Group Neutral Group
Group Group Neutral
Shod LWiI Shod insole
Ankle dorsiflexion 20.16 22.12 21.02 21.13* 22.20 22.41
(degree) (3.9 (3.3) (3.7) (3.5 (3.6) (3.6)
Ankle plantar-flexion -6.44 -5.38 -5.81 -7.05 -5.4 -6.44
(degree) (6.1) (5.0) (5.5) (5.1) (4.5) 4.7)
Ankle ROM 26.60 27.51 26.83 28.17 27.69 28.8
(degree) (5.3) (3.5) (4.58) (5.0) (4.2) (4.0)
* Significant difference compared to baseline (p<0.05).
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Figure 4-32: The ankle angle in sagittal plane for (a) intervention group (lateral wedged insoles) and (b)
comparator group (neutral insoles) at different time points.
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4.10.10. Questionnaire and function tasks results

Symptoms, activity of daily living (ADL), sports & recreational activity, quality of life (QoL)
subscales of KOOS questionnaire, intermittent and constant osteoarthritis pain (ICOP)
questionnaire, physical activity scale for elderly (PASE), aggregated locomotor function (ALF)
addition to short form health survey (SF-12) (physical component scale (PCS) & mental component
scale (MCS)) were completed at baseline (pre- intervention) and week-six (post-intervention). The
mean, SD, mean difference and p-values for both groups are presented in table 4-41. There was a
significant difference between LWLs group and comparator group on KOOS- function in sports &
recreational activities and physical component scale of SF-12 health survey. Therefore, these
variables were improved when the individuals with medial knee OA wore the wedged insoles for
six weeks compare to the comparator group. Knee pain (ICOP) was improved within groups for both

insoles with no significant differences in between groups.

After wearing the LWIs for six weeks, there was a significant improvement (p<0.05) in KOOS
symptoms subscale, function in sports & recreational activities, ICOP, physical component scale of
SF-12 health survey, and ALF score in LWI group compared to baseline.
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Table 4-41: Mean (SD) and mean differences in questionnaires/function changes within and between
groups after wearing insoles for six weeks.

Mean (SD) difference Mean
Mean (SD) Mean (SD) within Group difference
LWI N (Week 6 - Week 0) between
Groups
Week 0 | Week6 | Week0 | week6 [ Lwi | N [Lwiws. N
KOOS
svmotoms | 607 70 64.7 685 | 9.3(127) |3.8(3.97) 5.5
ymp 141) | (18.15) | (19.9) | (20.4) 0.006* 0.22 0.219
71.6 61.1 63.1 | 86(19.0) |20(132) -6.6
ADL | 63(196) | (196) | (146) | (124) | 0114 0.703 0.379
Spgts 39.5 58.2 30 29 18.7 (19.6) | 1.0 (16.2) -19.7
ecrentional | 29D | (3409) | (282 | (21) 0.004* 0.862 0.025%*
QoL 36.9 46.4 44.6 471 | 95(15.8) | 2.5(14.0) 7.0
(20.29) | (14.8) | (6.9 | (119 0.06 0.604 0.310
1cOP 4744 | 37.03 | 4887 | 3923 | 10.4(10.9) | 9.6 (15.9) -0.77
175) | (16.3) | (14.33) | (210.79) | 0.025* 0.036* 0.9
DASE 10596 | 133.40 | 11875 | 132.8 | 27.4(52.9) (4113'%) -13.39
(66.83) | (67.39) | (92.65) | (90.48) 0.108 039 0.566
SF-12
bos | 3489 | 3994 | 3368 | 30.18 | 5.05(581) | -35(3.83) -8.55
(10) 9.58) | (6.96) | (4.23) 0.005* 0.037* 0.001%*
ves | 4981 | 5238 | 4836 | 51.83 | 257(6.68) |347(10.2) 0.9
9.83) | (10.24) | (9.20) | (6.93) 0.358 0.219 0.818
ALF 19.70 | 1350 | 15.40 | 1540 | 6.20(5.47) | 0.0(2.2) 6.2
(insecond) | (4.99) | (1.65) | (5.25) | (4.90) 0.000% 1 0.004**

*significant difference compare baseline

**significant difference between groups (at week 6)
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4.10.11. Dynamic balance results

Mean, SD, and differences within and between groups of raw and normalised data of the both groups

are presented in table 4-42. After wearing LWIs over six weeks, dynamic balance in individuals

with medial knee OA significantly improved in the medial direction compare to baseline and

comparator group (p<0.05). However, there was improvement in anterior direction for wedged

group but not significant compared to baseline, whereas the anterior direction of SEBT improved

significantly in LWI group compared to comparator group.

Table 4-42: Mean (SD) and mean differences in dynamic balance changes within and between groups after
wearing insoles for six weeks.

Mean (SD) difference Mean
Mean (SD) Mean (SD) within Group difference
between
Direction week 0 week 6 Week 0 vs. Week 6 Groups
Lwi [ N LWl | N Lwi | N LWIvs. N
Raw Data
Anterior | 5166 55.13 56.86 50.93 5.20 (8.50) | -4.20 (7.9) 9.4
(cm) | (13.6) (8.98) (12.2) (11.8) P=0.061 P=0.124 | P=0.02**
Medial | = 45 1g 51.22 51.36 4850 | 6.20(4.42) | 2.73(6.82) | 89
M| 113) | @243 | @212 (12.2) | P=0.003** | P=0.15 | P=0.003**
Normalised data
Anterior | 57.06 59.86 62.82 55.2 5.76 (9.23) | -4.65(8.56) |  10.41
(%)* | (15.2) (10.7) (13.7) (12.8) P=0.056 P=0.116 | P=0.017**
Medial | 49 g7 55.47 56.87 52.51 70(5.28) | -2.96(7.61) | 9.96
(%) | (12.5) (13.5) (14.09) (12.7) P=0.003** | P=0.16 | P=0.003**

*percentage of lower limb length
**Significant value P<0.05
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4.10.12. Cumulative knee loading (CKL)

There was no significant difference between groups (p=0.328). The ANOVA analysis has also
showed that there is no significant interaction between groups and weeks (p=0.461) on n the CKL.
The main effect of weeks was not significant on the CKL (p=0.357). After wearing insoles (either
LWI or neutral insole), there were no significant changes in week one and week six compared to

baseline and comparator group (p>0.05). The descriptive data is presented in table 4-43.

The CKL reduced in LWI group at baseline, week one and week six by 10.2%, 16.9%, and 12.8%,
respectively. Whereas the CKL reduced by 1.6%, 5.8%, and 3.6% in baseline, week one, and week
six, respectively, in comparator group. The CKL reduced compared to baseline by 8.7% after
wearing LWI1 for one week even though the number of steps increased by 603 whereas, it reduced
by 11.7% after wearing neutral insole for one week even though the number of steps reduced by 805
steps/day. The CKL reduced compared to baseline by 3.4% after wearing LWI for six weeks even
though the number of steps increased by 1525 steps/day whereas it reduced by 13.3% after wearing

neutral insole for six weeks even though the number of steps reduced by 810 steps/day.

Table 4-43: Mean (SD), percentage of changes and p-value in CKL during walking for two groups after
wearing insoles for one and six weeks.

Baseline Week One Week Six

Wedged Group Neutral Group | Wedged Group Neutral Group | Wedged Group Neutral Group

Shod LWI Shod | Neutral | Shod LWiI Shod | Neutral | Shod LWI Shod Neutral
insole insole insole
Mean(SD) | 0.92 0.83 0.74 0.73 1.02 | 0.84 0.69 | 0.65 1.02 0.89 0.67 0.64
(KNm\kg*S) | (0.5) (0.5) | (0.35) | (0.38) (0.5) (0.45) | (0.3) (0.35) (0.49) | (0.49) | (0.39) (0.35)
% Change -10.2% -1.6% -16.9% -5.8% -12.8% -3.6%

Figure 4-33: Cumulative knee loading for two groups at different time points.
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4.11. Discussion

The effect of nonsurgical foot and ankle interventions such as lateral wedged insoles (LWI), are
highlighted and are recommended in the management of medial knee osteoarthritis (OA) in 13 out
of 14 clinical guidelines, based on beneficial findings regarding pain, function, and knee loading
reductions. The reduction in the External Knee Adduction Moment (EKAM) with LWI1 has been
found in the majority of the studies, with pain and function improving significantly compared with
no intervention (control group). However, these improvements in terms of pain and function do not
appear when compared with a comparator insole group (neutral insole). Therefore, there is a conflict
in the findings between biomechanical studies and clinical trials which means adoption of the insoles
can be challenging as clinicians are more driven by pain reduction rather than mechanical reduction.
Therefore, there is a need to investigate whether other factors are creating these non-significant
clinical findings. The current study was undertaken to investigate the effect that lateral wedged
insole have on EKAM, knee pain, and activity level over one and six weeks where this study is the
first study to look into the change in these variables together as a primary outcome after lateral
wedged insole intervention. As this study assessed two groups, firstly we evaluated whether there

were any differences between these groups at baseline and the general knee osteoarthritis literature.

4.11.1. The characteristics of the participants at baseline compared to the current literature

At the baseline assessment before any intervention, twenty male individuals were recruited in the
current study who had been diagnosed with medial knee osteoarthritis; mean age 61.1 (9.4) years
(age range 47-78 years), mean height 174.1 (8.5) cm (height range 161-191 cm), mean mass 83
(18.9) kg (mass range 51-119 kg), mean BMI 26.9 (4.8) kg/m?; BMI range 18.3-34.7 kg/m2. The
mean of EKAM, KAAI, number of daily steps, and knee pain at baseline in this study were 0.41
(0.13) Nm/kg, 2.42 (0.84) %Bw.ht, 0.26 (0.08) (Nm/kg).s, 6673 (3368) steps/day, 50.8 (13.5),

respectively.

The EKAM at baseline in the current study is in agreement with Jones et al., (2013b & 2015), Al-
Khlaifat et al., (2016) and Al-Zahrani et al., (2016) where EKAMSs were 0.38 Nm/kg, 0.39 Nm/kg,
0.34 Nm/kg and 0.44Nm/kg, respectively, all these data were collected in the same gait laboratory.
The data in the current study is similar in nature to the previously collected lab data. The EKAMs at
baseline were lower in Chang et al., (2015) where the mean EKAM was 1.67 %Bw.ht. One of the
potential reasons that the EKAM was lower is that the majority of individuals at baseline (70.3%)
in Chang et al (2015) study (70.3%) were diagnosed with mild knee OA (K/L grade > 2) and thereby
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EKAM was lower (Foroughi et al., 2009). Whereas, in the current study individuals with mild-
moderate medial knee OA (K/L grade 2 or 3) were assessed. In Hinman et al., (2009) study, the
EKAM at baseline was higher (3.82 %Bw.ht) compared to the current study, this may be because
the magnitude of mean walking speed at baseline was higher in the Hinman et al (2009) study (1.27

m/s).

As expected, the Knee Adduction Angular Impulse (KAAI) at baseline in the current study is in
agreement with of Jones et al., (2013b), Keen et al., (2015), Jones et al., (2015), Al-Khlaifat et al.,
(2016), and Al-Zahrani et al., (2016) where KAAIs were 0.15 (Nm/kg).s, 0.19 (Nm/kg).s, 0.16
(Nm/kg).s, 0.12 (Nm/Kkg).s, 0.14 (Nm/kg).s, respectively.

The average of number of steps, at the baseline assessment in the current study, is in agreement with
a large observational study performed by White et al., (2015) where the mean number of steps was
6650 steps/day (x2741). In Bennell et al., (2011), the participants in both groups stepped further
with 7735 steps/day (£3652) at the baseline. Moreover, a recent review of normative data reported
that individuals with chronic disease that may limit mobility stepped between 1200 and 8800
steps/day (Tuder-Locke et al., 2009). Hurley et al., (2015) found that individuals with knee OA
walked an average of 6518 steps/day which is in agreement with the current study. From a clinical
perspective, the pain scale of the KOOS is slightly above the results in Al-Khlaifat et al., (2016),
and Al-Zahrani et al., (2016) studies where pain in individuals with medial knee OA at baseline were
34,5 and 33.18, respectively. Whereas in Kumer et al (2013) KOOS pain was high (64.2) in
individuals with medial knee OA compare to healthy subjects. This may be because the individuals
with medial knee OA in Kumer et al., (2913) study had a higher EKAM at the first peak compared
with healthy individuals.

Therefore, the baseline results of EKAM, KAAI, number of daily steps, and Knee Injury and
Osteoarthritis Outcome Score (KOOS) pain subscale (primary outcomes) of this study are in
agreement with the majority of the current literature. This allows us to set the results in context of

this literature and be able to broaden the knowledge base in this area.
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4.11.2. Summary of the results

The present study was undertaken to investigate the effect of lateral wedged insoles (LWI) on the
EKAM, knee pain, and physical activity level in individuals with medial knee OA. The individuals
were assessed in two different time points; one week after baseline assessment and six weeks after
baseline assessment. There were no significantly differences between groups at baseline were found
in participant demographic, EKAM, pain score, and level of activity. This allows the comparison
between groups to be undertaken and the following will summarise the results, both at the different

time points and between groups.

After one week of wearing insoles

After one week, the first peak of the EKAM was significantly reduced in the LWI group compared
to the baseline and the comparator insole group whereas, the second peak of the EKAM significantly
reduced in the LWI group compared to baseline but there was no significant difference between
groups. The knee adduction angular impulse (KAAI) was reduced significantly in the LWI group
only compared to baseline with no significant differences seen between groups. Over one week,
knee pain significantly improved in both groups compared to the baseline but there was no

significant difference between groups after using insoles.

There was no significant change within group and between-groups in terms of ground reaction force
(GRF), cumulative knee loading (CKL), knee moment in sagittal plane, hip angle in sagittal plane,
knee angle in sagittal plane, knee angle in frontal plane, ankle angle in sagittal plane. Whereas, range
of motion (ROM) of the sagittal plane ankle angle was significantly increased in LWI group

compared to baseline.

The temporal and spatial variables were improved in both groups after one week compared to
baseline except stance time and cadence not improving in comparator group compared to baseline.
Cadence was significantly increased in LWI group over one week compared with the comparator
group. While, walking speed increased in LWI group compared with the comparator group but not

significant.

After six week of wearing insole

After six weeks, the first peak of the EKAM was significantly reduced in the LWI1 group compared
to the baseline and comparator group whereas, the second peak of the EKAM was significantly
reduced in the LWI group compared to baseline but not between groups. Only in the LWI group was
KAAI significantly reduced compared to the baseline and the comparator group after six weeks of
using the LWI.
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After six weeks, there were no significant differences between-groups in terms of symptoms
subscale, Activity of Daily Living (ADL) subscale, and Quality of Life (QoL) subscale over six
weeks. Whereas, there was a significant improvement in LWI group compared to the comparator
group over the six weeks in the sport & recreational subscale. However, when compared to baseline,

the LWI group did show a significant reduction in symptoms and the sport & recreational subscales.

There was a significant improvement in the LWI group compared to the comparator group over the
six weeks in terms of Aggregated Locomotor Function score (ALF), and anterior & medial
directions of Star Excursion Balance Test (SEBT). ALF and the medial direction of SEBT were also
significantly improved in the LWI group compared to baseline.

After six weeks, Intermittent and Constant Osteoarthritis Pain (ICOP) and Physical Component
Scale (PCS) of 12-1tems Short-Form Health Survey (SF-12) were improved significantly in both
groups compared to baselines. Whereas, PCS of SF-12 significantly improved only in the LWI group

compared to the comparator group

There were no significant changes within group or between-groups in terms of GRF, CKL, knee
extension moment, hip angle in sagittal plane, knee angle in sagittal plane, knee angle in frontal
plane, ankle angle in sagittal plane. Whereas, knee flexion moment, ROM of knee in sagittal plane

and ankle dorsi-flexion angle were significantly increased in LWI group compared to the baseline.

The temporal and spatial variables were significantly increased in the LWI group over the six weeks
compared to the baseline, except the unaffected step length did not change significantly. Speed,
stride length, cadence and affected and unaffected step length were increased in comparator group
compared to baseline whereas, affected and unaffected stance time did not change significantly.

There was no significant change between groups after six weeks.

The results achieved in the study will now be contemporised in terms of where these fit with the
current literature focussing on the specific hypotheses stated earlier in the thesis.
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4.11.3. The comparison of the two insoles on the EKAM

Null hypothesis 1, There will be no significant reduction in the external knee adduction

moment in the group using the lateral wedged insole compared to the comparator group.

The null hypothesis was rejected as the LWI group reduced the first peak of the EKAM at both one
and six weeks compared to the comparator group and also compared to the baseline. However,
participants in weeks one and six demonstrated faster walking speed in LWI group compared to
baseline and this could increase loads at the knee joint, the EKAM significantly reduced after
wearing LWI due to the effect of the LWI on the knee joint. LWI1 are designed to reduce the loading
on the medial compartment of knee joint by alter the position of the centre of pressure under the foot
and thereby displace the GRF laterally with respect to the knee joint (Yasuda and Sasaki, 1987,
Hinman et al., 2013). One of the primary mechanisms in the external knee adduction moment is the
vertical GRF. The vertical GRF did not change significantly between groups and visits although, the
vertical ground reaction forces increased by 3% and 4% after wearing the LWI for one and six
weeks, respectively, compared to the baseline. This is explained by the strong correlation between
high ground reaction forces and faster acceleration (Winter, 1984; Shelburne et al., 2006) where
walking speeds increased in LWI group, so one would expect that the EKAM have a corresponding
increase, which was not found. With no significant change in vertical ground reaction forces in the
LWI group, the EKAM would have been reduced by another mechanism. This mechanism is
determined the reduction in the length (distance) of the moment arm when wearing the LWI. The
LWI acts to displace the line of the GRF more laterally to the centre of the knee joint by altering the
calcaneus (rearfoot) into valgus position (Pollo, 1998). The maximum effect of the LWI happens
during the early stance period of stance phase (first peak of the EKAM) because of the structure of
the LWI where the inclination of the insole was greater (5°) at the heel and gradually decreased to
0° at the 5th metatarsal head. The first peak of the EKAM significantly reduced after wearing the
LWI for one and six weeks by 15% and 16.8%, respectively, compared to the baseline. Therefore,

the knee load reduced and disease progression may be delayed (Miyazaki et al., 2002).

Whereas, the second peak of the EKAM significantly reduced after wearing LWI for one and six
weeks by 14.2% and 10%, respectively, compared to the baseline. The wedged gradually decreases
under the mid and forefoot, therefore the 0° of inclination of the LWI at the 5th metatarsal head may
be the reason of no significant difference between groups was found in term of the second peak of
the EKAM (late stance peak).
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The KAAI was reduced significantly after wearing LW1 at both one and six weeks compared to the
baseline but no change was recorded in comparator group compared to baseline. After wearing LWI
for six weeks, there was a significant reduction in the KAAI compared to comparator group. The
results of the current study are in the agreement with the majority of the studies (Kerrigan et al.,
2002; Hinman et al., 2008, 2009 & 2012; Barrios et al., 2013; Jones et al., 2013a, 2013b, 2014 &
2015). In the current study, the EKAM and KAAI reduced by 12% and 11.6%, 15% and 17.8%, and
16.8% and 22% after immediately, one week, six weeks, respectively, of wearing LWI compared to
baseline. These results of the current study are in agreement with a crossover randomized study
(Jones et al., 2013a) where the EKAM and KAAI reduced by 12% and 7%, respectively, after
wearing LWI for two weeks compared to baseline.

Hinman et al., (2012) found that the EKAM and KAAI significantly reduced by 5.8% and 6.3% as
an immediately effect of wearing LWI. The participants in Hinman et al., (2012) study wore LWI
without a medial support whereas LW1 with medial support were worn in the current study. Kerrigan
et al (2002) investigated the immediately effect of LWI without support and they found that the
EKAM significantly reduced by 6% compared to the baseline (no insole). The reduction in the
EKAM was diminished when using LWI without medial support and the difference was 1.08% for
LWI with medial support; however, there was no significant difference between to kind of insole in
term of EKAM reduction (Jones et al., 2014). Therefore, the structure of the LWI, for example that
used in Hinman et al., (2012) study, may be the reason of that lower reduction in the EKAM in
Hinman et al., (2012) study compared to the current study. In addition, the material of the LWI
particularly the densities of the insole may be the reason of variability in the EKAM reduction.
Hinman et al., (2012) tested LWI1 with a durometer score 57.5 and Kerrigan et al., (2002) used LWI
with durometer score of 55, while the density of the LWI in the current study was 70 which stiffer
insoles were recommended (Radzimski et al., 2012) and used (Jones et al., 2014) to treat medial
knee OA.

In addition, a significant reduction in the EKAM was found when the immediate effect of LWI has
been investigated compared participant’s shoes in forty participants with medial knee OA (Hinman
etal., 2008) which is slightly lower compared with the current study. The majority of the participants
demonstrated a reduction in the first peak of the EKAM from 0.1% - 18.2% (Hinman et al., 2008)
and 1.9%-27% in the current study. One of the potential reason the reduction of the first peak of the
EKAM was greater is that a high density LWI (70) were worn bilaterally inside the participants’s
own shoes in the current study which has an efficient effect compared to the medium density (57.5)

that worn inside control shoes in Hinman et al., (2008). In addition, it is recommended that
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participant’s own shoes be used as control conditions to ensure they do no experience a large

biomechanical change (Lewinson et al., 2016)

The results of the current study support Jones et al., (2013b) study who found as similar effect of
LWI in 28 participants with medial knee OA. They found that the EKAM and KAAI reduced
significantly by 10%, 14.2%, and 10% and 7.14% when wearing LWI with and without medial
support, respectively, compared to control shod. Possible explanation for the reported greater
reduction in the EKAM at early stance phase in the current study might be due to the participants in
the current study wore their shoes as control insole and LWIs were inserted in their own shoes.
Therefore, the nature of the shoes of the participants may play a role biomechanical changing
(Lewinson et al., 2016). However, the same shoe that worn at baseline for each participant was worn
at both visits. Other potential reason is that the LWI in the current study was designed with medial

support to achieve a maximum effect regarding the studies (Jones et al., 2014).

The results of the current study are in agreement with one month results reported by Hinman et al.,
(2009) and one year results reported by Barrios et al., (2013). However, Hinman et al., (2009)
observed lower EKAM reduction (between 4.2% and 7.4%) at both baseline and after one month,
this may be because they used low density (57.5 shore) compared to the current study. Barrios et al.,
(2013) found the percentage of EKAM reduction after wearing LWI for one year was maintained at
8% as baseline result. In the current study, the EKAM reduction at baseline, week one and week six
in the LWI group appeared to remain consistent or increased throughout the six weeks of
intervention where reductions were 12%, 15% and 16.8%, respectively. The possible reason for
reported grater reduction EKAM and KAAL in the current study might be due to the LWIs which
used in the current study were with medial support that designs to offer greater reduction in the knee
loading in healthy subjects by provide a better function foot by reduction ankle complex eversion
angle (Jones et al., 2014). In addition, comfort score was not measured in Hinman et al., (2009) and
Barrios et al., (2013) who used LWI without supported arch and thereby we assume the LWI without
medial support may diminish the biomechanical effectiveness of LWI. The LWIs were found to be
comfortable with the majority of the participants (75%) with high adherence (wearing time, average,
6.5-7.5 hours/day) in the current study. However, Hinman et al., (2009) concluded that the reduction
of the EKAM did not decease over the time which is this result support by the current study.
Moreover, the LWI with 70 shore density and medial support was used in the current study which

offer greater reduction on the EKAM.
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Putting the reduction in first peak of EKAM into context, a large cohort study found that both peak
EKAM and KAAI were associated with joint narrowing and cartilage loss over 12 months (Bennell
et al., 2011a), 24 months (Chang et al., 2015) of follow-up and the risk of progression of knee OA
increased 6.46 times when the EKAM increases by 1% on the 1st peak (Miyazaki et al., 2002).
Therefore, reduced the EKAM in the current study by more than 12% when wearing LWI could
delay the progression of knee OA.

4.11.4. The effect of the lateral wedged insole on the level of the activity

Null hypothesis 2, There will be no significant difference in level of physical activity in the

group using the lateral wedged insole compared to the comparator group.

In the present study, the effectiveness of the LWIs on the level of physical activity in individuals
with medial knee OA was investigated after wearing the insoles. The null hypothesis was partially
rejected as the changes in the time spent in stepping between week one and baseline between the
LWI group and comparator group increased significantly. In week six of wearing the insoles, the
changes between week six and baseline in both the number of steps and the stepping time increased
significantly in LWI group compared to the comparator group. Whereas, there were no significant
differences in the rest of level of activity variables between-groups at both time points. There was
no significant differences between groups when measured by the PASE self-reported questionnaire

as the PASE cannot determine changes in physical activity between time-points.

The current results of level of physical activity show that the number of steps and stepping time
significantly increased by 1,525 steps/day and 17 min/day, respectively, in week six compared to
baseline in the LWI group, but this was not seen in week one or in the comparator group. One of the
potential reason there was no significant change in week one compared to baseline in the LWI1 group
could be that the effect of LWI on level of activity takes longer to have an effect on the individuals.
The other potential reason is that the individuals may change their typical inactive physical
behaviour realise that they do more walking based activities. This would be seen as a positive
influence of the insoles especially from a public health perspective as the individuals are doing more
which would improve their general level of social interaction and also wellbeing. Regarding the
other variables of physical activity such as sedentary time, standing time, up-right time, small
changes were seen when individuals wore LWI but not significant. These changes may have become

more pronounced if the sample size was larger or a longer intervention period was undertaken but
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promising results nevertheless are seen in these measures. Therefore, in the current study, the

participants in the group wearing LWIs demonstrated a change in activity profiles after six weeks.

In this research and previous research, the actual number of steps is usually only presented, however,
the cadence band at which the individual is walking is a vital aspect of this. This would demonstrate
more purposeful walking and increases in the cadence bands (90-100 and 100-110 steps/min) would
highlight these changes. The LWI group showed an increase in number of steps taken at a cadence
above 90 steps/minute and in continuous stepping bouts of greater than 5 minutes. This was not seen
in the comparator group. From thesis results, it can be seen that the pattern of walking improved
when the participants were wearing LWI where they walked 5-10 minutes continuously for longer
duration in the day in both week-one and week-six compared to baseline which infers that total
walking length is increased. In addition, the amount of time walking per day at cadence 90-100
steps/day and 100-110 steps/days increased which demonstrated that they had a faster and more
purposeful walking. The step length was not measured and while individuals in the current study

increased their cadence and speed but they could have taken smaller and more steps.

Therefore, Individuals walked more, walked faster and for a longer duration when wearing LWI
whereas no change was seen in comparator group. Surprisingly, the current study showed that
changing the activity behaviour of individuals of knee OA was not complex with using LWI1 because
LWI is an inexpensive, easy to use and there is no need to follow a long or complicated treatment
programme to change the activity behaviour as in behaviour modification programmes with obese
subjects (Bravata et al., 2007). However, the long-term change in an individual’s activity after a
longer period of intervention is needed to determine whether these changes at six weeks are
maintained. If this is the case, then the role of lateral wedge insoles in the treatment of medial knee

osteoarthritis is linked with changes in the wellbeing of the individual.

The present study is the first study that has investigated the effectiveness of LWI on level of activity
(volume and pattern); however, the number of steps was measured after wearing LWI in a previous
study (Bennell et al., 2011b). In this study, they measured the number of steps at baseline and after
wearing LWI for 12 months. In this study, they did not find any differences between these time-
points and groups and been because the number of steps increased at different time-points between
baseline and one year and authors missed to measure it, but only have a pre-post 12-month
assessment. The non-significant change in the number of steps may also have been due to the knee
pain or the individuals comfort with the insole. In the study, a large proportion of the LWI users

found them uncomfortable (47%) (Bennell et al., 2011b). This would have meant that the individuals
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did not change their profile and also is a potential reason for the non-significant pain reduction as
adherence was low. However, in the current study, a large proportion of the individuals in LWI
group found LWI comfortable (75%) with high adherence. Recent evidence has found that comfort

score and pain rate were strongly correlated in individuals with medial knee OA (Jones et al., 2014).

Individuals with medial knee osteoarthritis have problems with sustained standing due to excessive
knee pain. Prolonged standing with abnormal knee loading in individuals with knee OA may lead
to detrimental stress on affected knee joint and exacerbates knee pain (McAlindon et al., 1992; Sun,
2010). The change in the time spent in different postures after wearing LWI was measured in the
current study to determine any change in time spent in standing (weight-bearing activity) or
sedentary time. When using the LWI in the current study, a small change in standing time, but not
significant was found and there was a decrease sedentary time. Sedentary behaviour (inactive) in
individuals with knee OA (Dunlop et al., 2011) increases the risk of serious diseases such as obesity,
diabetes and cardiovascular disease (Pederson et al., 2006). Therefore, by reducing sedentary
behaviour by the LWI reduces cardiovascular disease, weight gain (Pedersen et al., 2006; Dumurgir

et al., 2009), and improved muscles power (Bravata et al., 2007).

In addition, reducing sedentary behaviour time is important for cartilage structure because low levels
of activity have been associated with greater progression of cartilage loss (Stehling et al., 2011; Lin
et al., 2013). Evidence was found that when there was the absence of normal joint loading in the
knee in patients with spinal cord injury, this led to cartilage atrophy (Vanwanseele et al., 2002). In
the current study the number of steps increased from a lower physical activity bands (6,415
steps/day) at baseline to a somewhat or moderate level of activity (7,940 steps/day) after wearing
LWI for six weeks. These classifications of physical activity bands is according to the daily number
of steps (Tudor-Locke and Bassett, 2004) and recommended by a recent review that performed by
Gate et al (2015). If you contextualise these recommendations with the current findings, these

improvements are deemed to be beneficial for the physical health and wellbeing of the individual.

In addition, in the current, physical activity in LWI group when measured with PASE (106) is
considered as lower physical activity and the PASE improved to a moderate physical activity (133.4)
after six week of wearing LWI compared to baseline. The PASE improved from 118.8 to 132.8 after
six week of wearing neutral insole compared to baseline with no significant differences was seen
between groups. An interesting point can be noticed from these results is that the PASE cannot detect
changes in physical activity within-group, even there was improvement. Those classification of

physical activity is according to amount, scoring, of ability to do light, moderate, and vigorous
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activities such as occupational, household, and leisure activities (Lin et al., 2013). Therefore,
improving the level of physical activity in individuals with knee OA has been recommended by the
majority of the studies (White et al., 2013 & 2014; Lin et al., 2013; Gate et al., 2017) and it has been
achieved by wearing LWI in the present study. Whether these improvements persist after longer

durations needs to be evaluated but the initial signs are positive.

4.11.5. The effect of the lateral wedged insole on pain and function.

Null hypothesis 3a, There will be no significant difference in knee pain in the group using the
lateral wedged insole compared to the comparator group.

Null hypothesis 3b, There will be no significant difference in function the group using the

lateral wedged insole compared to the comparator group.

When prescribing an intervention for an individual with medial knee osteoarthritis, the primary
reason for this would be to reduce the pain the individual is suffering from. Secondly, if a reduction
in pain was seen, one would hope to see an increase in physical function. Therefore, understanding
the changes seen both between insoles and between time-points is important. When looking at the
KOOS pain subscale, this significantly improved within group for each group (LWI & neutral
insoles) compared to baseline, but there were no significant differences between-group at week one.
In addition, at week six compared to baseline, KOOS pain subscale and ICOP significantly improved
within group for each group (LWI & neutral insole) compared to baseline, but there were no
significant differences between-group at week six. Therefore, the null hypothesis was accepted in
term of knee pain as there was no significant difference between LW1 group and comparator group.
All KOOS subscales did not improve after wearing either LWI for six weeks compared to
comparator group while KOOS sport & recreational subscale improved in LWI group compared to
comparator group, where no changes were seen in comparator group compared to baseline. KOOS
symptoms and sport & recreational subscales were improved after wearing LWI1 for six weeks
compared to baseline. The physical function when measuring by ALF was improved significantly
after wearing LWI for six weeks compared to baseline and comparator group, where no change was
seen in comparator group. Therefore, the null hypothesis in term of function was partially rejected

as there was a significant improvement in ALF compared to comparator insole.

In this study, improvements in knee pain were seen at week one and week six in the LWI group and
comparator group compared baseline which was accompanied with the reduction in the EKAM with
LWI insoles. We assume these results indicate that the altered EKAM from the LWI enabled pain
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and function to improve. Therefore, participants who have a reduction in the EKAM may they
experienced reduction in knee pain which leads to increased levels of activity, and whereby the
individuals would walk to their respective pain level, in other words the pain level which stops them
from functioning as at baseline. In the current study, the EKAM reduction, pain and function
improvement, and improvement in physical activity have been noticed in the LWI group. This
reduced pain has increased the number of steps significantly in the LWI group in week six compared
to the baseline and comparator group with roughly consistent pain reduction, whereby pain improved
by 28% and 25% in week one and week six, respectively. This may be explained by the total number
of steps may increase in the absence of knee pain (Wideman et al., 2014; White et al., 2014) result
in the EKAM reduction by wearing LWI.

Conversely, however, knee pain improved significantly in the comparator group in week one and
week six compared to baseline, but the total number of steps was decreased by approximately 800
steps/day. Knee pain was measured subjectively (self-reported questionnaires) which have been
found to be influenced by human memory, which may be weak in older individuals, and an inability
to answer accurately or completely (Maly et al., 2006). Therefore, this reduction in physical activity
(total steps) in the comparator group may be due to greater knee loading and the individuals may
experience knee pain during movement and the improvement in knee pain (in pain scales) with
comparator group was placebo. In addition, in comparator group, knee pain improved in week one
and week six by 36% and 23%, respectively, when measured by KOOS pain subscale. This
improvement in knee pain was noticed in individuals with neutral insole because they may
potentially receive a placebo effect from the neutral insole (Parkes et al., 2013) where a change in a
person’s symptoms (i.e. knee pain) as a result of getting placebo is called the placebo effect and due
to person’s expectations (Hrobjartsson & Gotzsche, 2004). However, the EKAM did not change
significantly in week one and week six compared to baseline in this group. In addition, this change
in knee pain did not reflect on the physical activity in this group. Evidence suggests that the
therapeutic benefits associated with placebo effects do not alter biomechanical changes in
individuals with medial knee OA (Jones et al., 2014).

Knee pain and function improvement were found when using LWI in comparison with baseline in
individuals with medial knee OA (Hinman et al., 2008; Barrios et al., 2009b & 2013; Jones et al.,
2013a; Hatef et al., 2014). Knee pain reduced by 28% and 25% in LWI1 group at week one and week
six, respectively, compared to baseline and these results agree with Hinman et al., (2008) where they
found that knee pain reduced by 22% after 3 months of wearing LWI compared to baseline

(participant’s shoes). In addition, the mean reductions of the 1st peak of the EKAM were 5-9% and
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15-16.8% in Hinman et al (2008) study and the current study, respectively. Hinman et al., (2008)
found that the physical function improved significantly (measured by WOMAC) after 3 months of
wearing LWI compared to baseline (participant’s shoes). Moreover, the physical function was
improved significantly in LWI group where in neutral insole did not compared to the baseline (Hatef
etal., 2014).

The current results are in agreement with a prospective study by Barrios et al., (2009b) where sixty-
six patients were divided in two groups; LWI group and neutral insole group for one year. Significant
reduction in knee pain (WOMAC) and function improvement (in both groups was found at one
month and one-year follow-up compared to baseline with no significant change was seen between
groups (Barrios et al.,2009b). The current results are in agreement with Hatef et al., (2014) where
the participants were randomised to either a 5° lateral wedged insole or neutral insole for two
months; the mean differences were 29.3% and 6.25% for LWI and neutral insole, respectively,
compared to baseline (within group) with a significant pain improvement in both groups. The
potential reason the knee pain reduced in LWI group is that the knee loading decreased when
wearing LWI for two months. However, the EKAM was not measured in their study. The current
results are in agreement with a cross-over study by Jones et al., (2013a) where they noticed a
significant pain relief and function improvement in individuals with medial knee OA when wearing
LWI for 2 weeks compared to baseline (standardised shoe). This suggests that pain relief and the
function improvement reported by individuals with medial knee OA when wearing LWIs are
probably due to unloading of the medial knee compartment which enabling pain and function to
become better.

The current results are in contrast to the results of Baker et al., (2007) and Bennell et al., (2011b).
In a cross-over study was performed by Baker et al., (2007), no significant improvement in knee
pain and function after wearing LWI for six weeks compared to baseline and neutral insole group.
In the Baker et al., (2007) study, the EKAM was not measured therefore, it is no known whether
that LWIs which used in their study had a biomechanical effect and knee loading reduced by wearing
LWI as density of the LW1 was 48 durometer. In addition, although, comfort of wearing insoles and
pain ratings were strongly correlated (Jones et al., 2014), comfort score was not measured in Baker
et al., (2007) study. The effectiveness of insole on pain may be diminished when use insole with low
density. Therefore, we assume LWI caused greater discomfort for participants and therefore, pain
response may be affected by the comfort of the insole (Jones et al., 2014). In addition, Bennell et
al., (2011b) found that there was no change in pain and function after using LWI for 12-month and

no significant differences were seen compared with neutral insole. One of the potential reasons the
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pain and function did not change is that the EKAM was no measured in their study and therefore,
not known whether LWI had biomechanical effects that are supposed to reflect on the clinical
findings. In addition, Bennell and her colleagues (2011b) used a different insoles compared to the
current study as a 5° LWIs with 57.5 durometer were used which were accompanied with back and
foot pain. In the current, the insoles were made of high density (70 durometer) and comfort which
offer greater reduction on the EKAM are recommended to treat medial knee OA (Radzimski et al.,
2012; Jones et al., 2014 & 2015) and thereby pain improvement was noticed in intervention group
compared to baseline due to effectiveness of LWI on pain. The third potential reason is that the knee
pain and function were assessed at two time-points (at baseline and after 12 months) with a long gap
between them and therefore, some data may be missed.

The improvement in sport and recreational subscale in LWI group may be explained by the effect
of LWI occurred by reducing the EKAM and thereby knee pain improved which reflected on the
sport activity such as running or jumping. Sport recreation subscale did not improve significantly in
comparator group compared to baseline although knee pain improved. In addition, there was no
significant change or improvement in activity after wearing neutral insole for one or six weeks
compared to baseline using monitor. It is may be because the individuals would receive a placebo
effect from comparator group and this placebo improvement in pain did not encourage individuals
to change their high level of activity measured by KOOS sport recreation subscale. Same
explanation would be applied for ALF when there was no significant change at week six in
comparator group compared to baseline in ALF. However, ALF improved significantly at week six
in LWI group compared to baseline and comparator group. It may be because the EKAM and pain
improved in LWI group and this improvement could be enable function to improve in LWI group.
ALF consist of walking eight meters, ascending and descending seven stairs, and transferring from
a sitting to standing and because knee pain during movement, such as 6-minute walk task, was a
strongly correlated with clinical outcomes in individuals with knee OA (Pakel et al., 2012).
Therefore, any improvement in knee pain could be associated with improve in physical function in
individuals with knee OA. This explanation is demonstrated in the current study where physical
function measured by ALF was improved significantly in LWI group only compared to baseline and
comparator group. However, knee pain improved significantly in both groups with no significant

difference between groups.
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4.11.6. The effect of the lateral wedged insole on the cumulative knee loading.

Null hypothesis 4, There will be no significant difference in cumulative knee loading in the

group using the lateral wedged insole compared to the comparator group.

With the reduced EKAM already discussed and the increase in activity level in the group wearing
the LWI, it was important to determine whether this would have a deleterious effect on the knee
joint in term of cumulative loading (CKL). After wearing LWI for one or six weeks, the CKL did
not change significantly compared to baseline and comparator group. The null hypothesis was
accepted as there was no significant change in cumulative knee loading after wearing LW1 for six
weeks compared to baseline and comparator group. To our knowledge, the current study is the first
study that has assessed the CKL after wearing LWI. The CKL has been shown to be a highly
repeatable measure of daily repetitive and excessive loading on the tibiofemoral joint during free
live activity (Robbins et al., 2009). The KAAI with number of steps per day are considered to
measure the CKL which can detect any change in knee loading in an environment (Robbins et al.,
2009). The CKL is nearly two times greater in individuals with knee OA (Maly et al., 2013) who
take fewer steps (white et al., 2014) and walk slower (Dunlop et al., 2011). Therefore, measuring of
the CKL was an important in the current study which did not change after wearing LWI1 for one and
six weeks compared to baseline and comparator group. Although, the individuals stepped more when
wearing LWI, the CKL did not change significantly compared to baseline. This may be explained
by the KAAI reduction when wearing LWI. We assume greater CKL may lead to knee OA or
increase disease progression under low daily activity level. In addition, the cumulative loading did
not change with improvement in physical activity where knee loading reduced significantly due to
the LWI. Therefore, we assume, maintain or reduce the CKL combined with high level of activity

may delay progression of knee OA.

A reduction in the EKAM after wearing LWI for six weeks led to a significant increase in the number
of steps. PASE scores from 124-242 are considered moderate level of physical activity as Lin et
al.,’s (2013) classification. However, there was a reduction in the EKAM whilst wearing LWI at
both one and six weeks which led to an improvement in the other variables of physical activity but
this was not statistically significant. In addition, an increase in number of steps taken at a cadence
above 90 steps/minute and in continuous stepping bouts of greater than 5 minutes were accompanied
by a reduction in the EKAM, this improvement in level of activity was not seen in the control group
where the EKAM did not change. Therefore, participants walked more, faster and for in long

walking bouts when the EKAM reduced. As there is no study has investigated the level of activity
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alongside the EKAM at one study, no previous results are available to compare with the current
study.

In the current study, number of steps increased by 603 steps/day whilst the EKAM reduced by 15%
after wearing LWI1 for one week compared baseline. In addition, number of steps increased by 1,525
steps/day in week six when the EKAM reduced by 16.8% compared to baseline. Participants spent
more time in stepping by 8-17 min/day compared to baseline when the EKAM reduced. For these
results, the improvement in level of activity was accompanied by reduction in the EKAM and this
improvement was increased by time. This may be explained by the loading on knee joint was reduced
by using LWI and pain improvement due to EKAM reduction. The improvement in level of activity
was not seen in comparator group when EKAM did not change and there was improvement in knee
pain. Therefore, one would expect that this demonstrate that pain only should not be assessed in
trials with interventions but also biomechanical parameters and also activity parameters. This also
demonstrates that pain cannot be the only outcome when assessing whether interventions are

actually effective.

From the current results, it can be noticed that due to the function of the LWI when the line of GRF
shifted more laterally to the centre of the knee joint, the EKAM reduced and thereby the level of

activity increased in LWI group.

Reduction of the EKAM and reduced pain with increased activity with LWI may be beneficial to
the knee joint by delaying disease progression (Miyazaki et al., 2002; Lin et al., 2013). However,
there are no long-terms studies assessing the change in progression of knee osteoarthritis which all
of these measures over a year. To the best of our knowledge, this is the first study that has assessed
level of activity and knee loading in individuals with medial knee OA pre and post-intervention.

When looking at the number of steps, these increased after wearing LWI between 603-1525
steps/day from baseline. Previous studies have found that a high level of activity of stepping more
than 10,000 steps/day (Dore et al., 2013) or PASE scores between 242-368 (Lin et al., 2013) was
associated with accelerated disease progression likely due to excessive biomechanical load on knee
joint. Therefore, from the current results, we can postulate that excessive loading on the knee joint
when increasing the number of steps may be diminished when wearing the LWI. However, the
participants in the current study did not step more than > 10,000 or scored higher than > 242 on
PASE score. Therefore, the risk associated with the increased activity in this group would be reduced

on both accounts.
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In summary, the study was undertaken to investigate the effectiveness of a LWI on knee loading.
The EKAM and KAAI were reduced significantly whereas, the CKL did not change after wearing
LWI for one and six weeks even the level of activity was increased. This therefore demonstrates that
with an increased activity behaviour knee loading was not generally increased in the LWI group.

This is a positive both for future progression studies but also for general physical health.

4.11.7. The effect of lateral wedged insole on the dynamic balance.

Null hypothesis 5, there will be no significant difference in dynamic balance in in the group

using the lateral wedged insole compared to the comparator group.

The anterior and medial directions have been measured in this study because these directions are
performed by quadriceps and gluteus medius muscles which affected and become weak in
individuals with knee OA (Chang et al., 2005). The null hypothesis was rejected as wearing LWI
for six weeks improved dynamic balance significantly in anterior and medial directions using
modified SEBT compared to comparator group. Dynamic balance in medial direction was
significantly improved after wearing LWI for six weeks compared to baseline and comparator group.
Dynamic balance in anterior direction was improved after wearing LWI1 for six weeks compared to
baseline but not significant. This could be because the sample size was low in the current study to
identify a significant change in the anterior direction of SEBT. However, mean differences in
dynamic balance after wearing LWI for six weeks in anterior direction (5.2 cm) and medial direction
(6.2 cm) that consider high and clinically significant depends on the values of MDD in chapter three
(section 3.5.3). There is no research has investigated the effect of LWI on dynamic balance in knee
OA using SEBT except one study that investigated the effect of exercise (Al-Khlaifat et al., 2016).
They assessed the dynamic balance in individuals with medial knee OA using SEBT after six weeks
of exercises. They found that the affected knee demonstrated significant improvement in the
dynamic balance in anterior (A) and medial (M) directions. The mean differences between pre- and
post- exercise in A and M directions were 4.50 cm and 5.81 cm, respectively (Al-Khlaifat et al.,
2016). Their results are in agreement with the current thesis. The specific causes of balance
impairment in individuals with knee OA is still unclear; however, there are various components that
effect on balance control such as muscle weakness, aging process, knee pain (accompanied with
muscle weakness), and proprioception impairments (Hassan et al., 2001; Lin et al., 2009). In the
current study, dynamic balance improved in individuals with medial knee OA after wearing LWI

for six weeks. This could be explained by the knee pain reduced in LWI group and thereby
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individuals would applied more load on the affected knee to keep their body stable during the test.
In addition, individuals may be able to bend their affected knee (support leg) with less pain when
preformed the test in LWI group. Therefore, they gained more distance on the SEBT and dynamic
balance improved. Our explanation is in agreement with Hassan et al., (2001) who found that higher
knee pain with muscle weakness are associated with balance impairment in individuals with knee
OA. No study has investigated the effect on the LWI on dynamic balance using modified SEBT and
thereby, the current study is the first study that used SEBT after LWI. The SEBT is a reliable to
measure dynamic balance in healthy subjects (Kinzey and Armstrong, 1998; Hertel et al., 2000),
healthy athletes (Munro and Herrington, 2010), in patients with musculoskeletal conditions such as
chronic ankle instability (Hertel et al., 2006), anterior cruciate ligament tears (Herrington et al.,
2009), and in individuals with knee OA (chapter three). Therefore, from the results of the current
study, LWI could be offer more stability for the individuals with knee OA during activity and
improve dynamic balance. However, a future study is needed to determine whether dynamic balance
measured with modified SEBT is improved in individuals with knee OA after combined treatment

such as LWI with exercise. .

4.11.8. QoL and the EKAM

The SF-12 self-reported questionnaire divides into a physical component scale (PCS) and a mental
component scale (MCS). After wearing LWI insoles for six weeks, the PCS improved significantly
compared to baseline and comparator group. This improvement in PCS was not noticed after six
weeks of wearing neutral insoles compared to baseline. However, Hrobjartsson and Gotzsche (2004)
stated that the improvement in self-reported questionnaires may be a placebo effect and could be
due to the patient’s expectation. A placebo effect was not found in the comparator group and
improvement in LWI group may be a result of the EKAM reduction which translated to decreased
knee pain and improved level of physical activity (PCS). Whereas, the MCS did not change after six
weeks at either LWI group or comparator group compared to baseline or other group. One of the
potential reasons is the MCS did not change is that the participants have a high mental health at
baseline for both groups >48 (Ware Jr et al., 2000). The QoL was not changed when measuring by
Health related quality of life after wearing LWI for 12-months compared with baseline and
comparator group (0.7 out 1) (Bennell et al., 2011b). They used a different insole in their study and
the period between the two-assessment points was large therefore, no change was shown. In a

previous study was performed by Corréa Dias et al., (2003), the PCS significantly improved after a
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combined treatment (exercise and education programme) in individuals with knee OA where there

was a significant improvement in knee pain.

4.11.9. Kinematics and kinetics

The ankle ROM in sagittal plane increased significantly after wearing LWI insole for one week
compared to baseline. The knee ROM in sagittal plane and ankle dorsiflexion increased significantly
after wearing LWI for six weeks compared to baseline. Whereas, the hip and the other knee and
ankle angles variables did not change significantly in either LWI or comparator groups compared to
baselines or other group. The results of the current study are in agreement with previous study (Jones
etal., 2013a). Jones et al., (2013a) found that the maximum knee flexion did not change significantly
after wearing LWI for two weeks compared to baseline (standardised shoe). An increasing walking
speed in both weeks in both groups compared to baselines. This improvement in walking speed was
associated with EKAM reduction in LWI group whereas, the EKAM increased by 0.9% after
wearing neutral insole for six weeks in the current study. This increasing in the EKAM, even it was
small, may lead to increase disease progression 6.46 times (Miyazaki et al., 2002). In addition, the
degree of sagittal ROM of knee and ankle increased with faster acceleration and individuals walked
faster after wearing LWI. The improvement in the ROM may explained by a compensatory strategy
attempted by the individuals to absorb the extra shock result of faster acceleration (Winter, 1991) or
may because of reduction in knee pain. Even the walking speed increased significantly when
wearing neutral insole for one and six weeks the GRF increased but not significantly compared to

baseline.

Importantly, the knee flexion moment (KFM) increased significantly after wearing LWI for six
weeks compared to baseline while there was no changes between groups or week one. The current
study found that there was a significant increase in the KFM with a significant reduction in EKAM
after wearing LW!| for six weeks compared to baseline. However, Walter et al (2010) concluded that
increase of the KFM may reduce the effect of the EKAM on the medial contact force and the
reduction of the EKAM did not necessary guarantee a reduction in medial contact force due to
increase the KFM. However, there was only one participants with neutral knee alignment, and
therefore their results can be generalised (Walter et al., 2010). The increasing in the KFM in the
current is may be explained as compensatory mechanism to the reduction of the EKAM (Chang et
al., 2015). In addition, a large study that evaluated the EKAM, KFM and knee disease progression
in individuals with knee OA over 2 years (Change et al., 2015). They found that there was no
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correlation between EKAM and KFM and no evidence of an association between peak KFM and
disease progression. Whereas, evidence support that EKAM reduction in an effort to delay medial
knee OA disease progression (Miyazaki et al., 2002; Change et al., 2015). In addition, EKAM only
can measures knee loading on medial compartment knee joint without any contribution from the
KFM (Change et al., 2015). An increasing in the KFM did not find in the current study in week one
or as immediately effect of LWI in individuals with medial knee OA. This finding is in agreement
with Jones et al., (2014) study who did not find a significant change in the KFM when the EKAM

was reduced during gait when using LWI in individuals with medial knee OA.

4.12. Limitation of the study

A limitation of this study is that the investigator was not blinded to the kind of the treatment being
used in the gait laboratory tests. However, the participants were blinded to the treatments and told
that the both types of orthoses are effect in individuals with knee OA with the investigator giving
equally supportive responses to the participants’ questions. Kinetic and kinematic data was collected
through automated measurement tools, so the possibility of the bias was low in term of assessor.
The physical activity (volume), questionnaires and balance data was collected without knowledge

of the outcomes of the biomechanical data and the data was analysed at the end of the study.

A sample of individuals in the current study was divided randomly into LW1 and comparator groups
where parallel study design was used. In the study design, participants are then followed over time
and their responses to the intervention are compared between groups. This study design (parallel
design) is commonly used by researchers to compare between active treatments vs. placebo with no
carry-over effects or learning effect that may be experienced with other designs (i.e. cross-over
study). Therefore, crossover design need long period between treatment (washout) to reduce the
carry-over. The major important consideration when doing a parallel study is randomization to
ensure that the results of the study are accurate and have a lower risk of being biased (Foulkes and
Mary, 2008). Even the small sample size is considered as a limitation in the current study as parallel
study, but because of time limit, the crossover design was not chosen. As parallel design does not
require the same number of participants in each group, commonly uses to compare between two
control group and treatment group, there is not carry-over or learning effect as crossover, and it
would be performed in short time compare to crossover study. More males were recruited in the
current study compare to females. However, both genders were invited to participate in the study

according to the inclusion criteria.
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The duration of wear of the both insoles was six weeks and it is likely that better results may be
attained with longer duration. The investigator measured outcome measurements at week one and
week six, and this procedure allowed to compare the results to each other. However, some outcomes
(i.e. progression of knee OA) was not measured because of the time limit and also as structural
changes are generally longer than six weeks, unless expensive MRI is used. Therefore, assessing the
effect of LWI for long-term to measure disease progression is need in the future study.

The physical activity was measured in the current study, whereas no information was collected in
term of their occupation. The physical activity in the both groups may be affected by the kind of
occupation of the participants. However, there was no significant differences in physical activity
between both groups at baseline so we can assume that the groups were matched although this is

something which should be recorded in future studies.

4.13. Conclusion

The aims of the current study were to determine whether a lateral wedged insoles improved physical
activity and pain and whether these improvements concurrent with reductions of the knee loading
and then compared their effect with neutral insoles in individuals with medial knee OA. The
literature review identified that whilst previous studies have been undertaken on LWI, conflict
findings have been found between biomechanical studies and clinical findings, and no differences
between LWI and comparator group was found in term of knee pain. In addition, no study has
investigated the effect of LWI on activity level as a primary outcome measurement using activity
monitor and investigated with knee loading and knee pain at one study. It was hypothesised that the
LWI would have an effect on the knee loading and clinical outcomes measures compared to

comparator group.

The results of this thesis found that the lateral wedged insole is an efficient intervention to use in
individuals with medial knee OA given the reduced the EKAM and KAAI. These reductions in the
EKAM and KAAI by wearing the LWI accompanied by a significant clinical improvement (i.e. knee
pain and physical activity). Therefore, LWI had a significant effect on the EKAM and thereby,
clinical outcomes improved as the result of EKAM reduction. Participants in the LWI group
demonstrated faster walking speeds and for longer time. Whereas, the 5° LWI (70 shore A) had a
significant effect on the EKAM and thereby, clinical outcomes improved as the result of EKAM

reduction.
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The level of the activity should be measured as a primary outcome and alongside of the EKAM and
pain in the future studies with LWI. Future work should investigate whether a combined LW1 with

other approaches (i.e. exercise or compression sleeves) would have effect on the EKAM, pain and

physical activity in long-term treatment.
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Chapter Five

General conclusion and future studies

5.1. General conclusion

This thesis conducted to find out the effectiveness of a lateral wedged insole on knee pain, physical
activity and joint loading in individuals with medial knee OA during walking. In addition, this study
would help researchers and clinicians to determine whether lateral wedged insoles had clinical and
biomechanical benefits and consider as an efficient intervention for patients with medial knee OA.
The EKAM reduction has been proven in individuals with medial knee OA by wearing LWI but
knee pain does not improve significantly compare to comparator insoles. Therefore, knee loading,

level of activity and knee pain were assessed after wearing lateral wedged insoles.

In chapter two, literature which linked to knee OA, pain, activity and EKAM was reviewed and
critically appraised. As osteoarthritis is one of the most common chronic musculoskeletal disease,
joints affected become painful, especially knee joint. The medial compartment of the knee joint is
ten times more frequently affected than the lateral compartment, primary reason is that it is exposed
to 2.5 times greater load than the lateral compartment during walking. The external knee adduction
moment, which is a surrogate measure of the load on the medial compartment during walking, has
been found higher in individuals with medial knee OA compared with healthy individuals. The
reduction of the EKAM is associated with delay of the disease progression. Lateral wedged insoles
are a common conservative treatment and designed to reduce this EKAM which ultimately would
aim to have a clinical and biomechanical effects. Evidence has shown that the LWI decreased the
EKAM significantly in individuals with medial knee OA; however, pain and function do not
improve significantly. Therefore, there are conflicts between biomechanical studies and clinical
findings. The reduction of level of physical activity appears in individuals with knee OA and this
reduction is mainly due to knee pain and fear of falling during physical activity. An inactive
behaviour is the main characteristic of individuals with knee OA and they stepped less than 6000
steps/day. Individuals with knee OA who stepped < 5000 steps/day developed functional limitations
2 years after baseline, and therefore, taking > 6000 steps/day protects individuals with knee OA
from functional limitation. Moreover, increasing the number of steps by 1000 steps/day was
associated with a 16 t018% lower risk of developing functional limitation. However, evidence has

shown that improving the level of activity by stepping more has several benefits for individuals, the
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high (>10,000 steps/day) is not recommended for individuals with knee OA because it was
associated with 1.32 times greater risk of cartilage lesion. Therefore, the thesis aimed to answer if

pain, level of activity and knee loading were changed after wearing LWI for six weeks.

In chapter three, between-day test-retest reliability study was conducted on ten participants with
medial knee OA. This repeatability was performed to investigate the consistency of the instruments
in producing the same results at two different time points in a medial knee OA population and
therefore, an ensure that the change in outcome measures at the end of the intervention are a result
of effect of wearing LWIs and not cause of measurement error or investigator mistakes in measuring
these outcomes. Repeatability of walking on EKAM and repeatability of star excursion balance test
and step test to measure dynamic balance was investigated in this chapter. The data of kinematic
and Kkinetics parameters showed that high between-day test-retest reliability. The EKAM has been
demonstrated to have an excellent between-day test-retest reliability to measure load on medial
compartment of the knee joint with small SEM and lower minimal detectable difference.

This is the first study to investigate the reliability of the star excursion balance test and step test to
measure dynamic balance in individuals with medial knee OA. The star excursion balance test was
shown to be more reliable tool to measure dynamic balance in subjects with medial knee OA with
excellent ICCs, small SEMs and a lower minimal detectable difference and can accurately determine

any improvement in balance after intervention.

From the previous literature, the EKAM has been found to be higher in individuals with medial knee
OA compared with healthy individuals. Higher EKAM associated with risk of presence and
progression of medial knee OA. Therefore, reducing the EKAM is suggested to be an attractive
option to treat medial knee OA. Lateral wedged insoles which are considered as a conservative
intervention are used to reduce the EKAM by shifting the ground reaction force laterally, and thereby
decreasing the moment arm which results in a reduced the EKAM on the medial compartment of
the knee joint and thereby potentially reduce the progression of knee OA. Whilst LWI reduced the
EKAM (Barrios et al., 2013), studies have shown that lateral wedge insoles (when compared with a
neutral insole) do not reduce pain level (Pham et al., 2004; Baker et al., 2007; Bennell et al., 2011b;
Parkers et al., 2013). However, pain level is of utmost importance, the overall activity level of the
individual may have changed which may have resulted in more activity with the individual walking
to their pain level. Therefore, physical activity level should be measured with lateral wedged insoles
alongside knee pain to enable a complete picture when investigation the effect of LWI. The aim of

this study to investigate the effectiveness of LWI on knee pain, physical activity and knee loading
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in addition to further understand of the effectiveness of the LWI in treat of medial knee OA. In
chapter four, twenty participants with medial knee OA were recruited in the current study who
randomly assigned into LWI group and comparator group, 10 subjects for each group. They wore
the insoles daily for six weeks and monitor for three separate weeks during the experimental period.
Participants were assessed at baseline, week one and week six at the University of Salford. The first
peak of the EKAM was reduced after wearing LWI for one and six weeks compared baseline,
walking speed and knee pain were improved in both assessment point, the activity of the individuals
improved by stepping more, walking for long period and became faster. The mobility of the
participants improved which was demonstrated by increased walking speed (assessed at the
laboratory). As walking speed increased the GRF was also increased but not significant. In this case,
the EKAM should be a corresponding increase. However, due to the function of LWI, the EKAM
results showed significantly reduced which resulted from the reduction in moment arm by shifting
the GRF line laterally to close to the centre of knee joint. The EKAM and level of activity did not
change when wearing neutral insole for one or six weeks compared to baseline; however, knee pain
improved in both weeks compared to baseline. There was a significant difference between groups

in the first peak of the EKAM, level of activity but not in knee pain.

5.2. Novelty of the thesis

The repeatability of the SEBT and ST in measuring of the dynamic balance in individuals with
medial knee OA was found that SEBT is more reliable to measure dynamic balance with small SEM
and minimum MDD. Therefore, this is the first study that has investigated the repeatability of the

SEBT and ST in measuring of the dynamic balance in individuals with medial knee OA.

This study investigated the effectiveness of a LW on knee pain, level of activity and knee loading
in individuals with medial knee OA. The LWI was used the first time in 1987 by Sasaki and Yasuda
to treat individuals with medial knee OA, the knee pain with analgesic intake were measured in their
study. From that date to the present, many researchers investigated the effectiveness of a LWI on
knee loading, knee pain and function separately or together with variation in the results. In the
current study, combinations of measurements were undertaken in individuals with medial knee OA
with LWI. As no study has been undertaken before to measure physical activity as primary outcome
using activity monitor alongside knee loading and knee pain at the one study. Finally, in this study
the knee loading was measured at three different time-points; at a specific point under stance phase
(EKAM), during all the stance phase (KAAI) and during estimated free-living activity (CKL).
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However, measuring the medial tibiofemoral compartment load at a specific point during stance
phase by the EKAM is essential as a surrogate measuring and measure the load on medial
compartment of knee joint during all the stance phase is sensitive method and associated with the
symptoms. It is necessary to measure the cumulative knee loading which is a biomechanical
approach that integrate the measures of abnormal loading on the tibiofemoral joint during free live
activity in this thesis to assess excessive and repetitive loading. Repetitive and excessive loading
together on the knee joint are critical factors in the development and progression of knee OA disease.
Therefore, this is the first that investigated the effect of LWI on the CKL during walking in
individuals with medial knee OA. The results have shown that there was no significant difference
after wearing LWI for one or six weeks compared baseline or comparator group. However, the
individuals stepped more in LWI group. In the majority of the studies that investigated the
effectiveness of LWI in individuals with medial knee OA, knee loading, pain and function were
assessed but no study has investigated the effect of LWI on physical activity. Therefore, this is the
first study that investigated the effect of LWI on level of physical activity as a primary outcome
using activity monitor alongside knee pain and knee loading in individuals with medial knee OA at

one study.

Finally, not only number of steps was highlighted in the current study, spent time in different
postures (lying/sitting, standing and stepping) and walking patterns (walking length and cadence)
has been highlighted as well. This thesis has demonstrated that when investigating interventions in
medial knee OA, not only pain should be measured but also the mechanism of the device and also
the physical behaviour of the individual. This allows the complete profile of the individual during

the treatment period to be ascertained.

5.3. Future studies

A shown in this thesis even though the ST is commonly used in the researches with knee OA and is
reliable to measure dynamic balance in individuals with medial knee OA but unfortunately the
between-days repeatability was no significant, whereas the between-days repeatability of SEBT was
excellent with a significant relationship between sessions. Therefore, repeating this test of the
repeatability of SEBT to measure dynamic balance in a much larger sample with medial knee OA is
needed. This would then advance the body of evidence for dynamic balance in medial knee OA and

incorporate this challenging activity into research studies.
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The results of this thesis give the recommendation to measure physical activity as a primary outcome
alongside of knee pain. In this thesis, the study was conducted for only six weeks and is not known
what the long-term changes in an individual’s activity are. Therefore, a longer period of intervention
is needed to determine in a future study whether these changes at six weeks are apparent at periods
of greater months and longer. If this is the case, then the role of lateral wedge insoles in the treatment
of medial knee osteoarthritis is intuitively linked with changes in the wellbeing of the individual.
The study design could be further improved to understand the above changes by using a crossover
design which is advantageous in study recruitment and would give the changes between treatments
in a controlled manner. However, if such a study was being planned, a suitable wash-out period
would need to be implemented.

To date, the progression of knee OA has been measured with the EKAM and KAAI (Thorp et al.,
2006; Bennell et al., 2011a) or with physical activity (Dore et al., 2013; Lin et al., 2013). However,
the progression of knee OA has not been measured with physical activity in present of intervention
(i.e. LWI) in the previous literature. Therefore, a future study is recommended to measure these
combined measures (knee loading and physical activity) with disease progression in individuals with
medial knee OA. As repetitive loading through physical activity (free-living activities) increases the
risk of knee OA (Coggon et al., 2000; Vignon et al., 2006). The CKL is an important measure in
future studies to further understand of effect of the LWI, especially on progression of knee OA.
Whilst the long-term objective would be stability and homeostasis of cartilage, also the shorter time

collection of bone marrow lesions (BMLs) would be an advantageous future study.

The effectiveness of the LWI on physical activity was measured at the current study and it was found
that this improved. The effectiveness of other treatment (i.e. strengthen exercises, knee braces) on
the physical activity is still questionable and if we take physical therapy as one example, we know
that dynamic loading is not decreased but pain and function are. Therefore, if we looked at
cumulative loading one would expect that greater loads would be placed on the knee and potentially
modify disease progression. Therefore, a potential avenue would be combined treatments to
investigate the effect of these approaches of treatment on disease progression, knee pain, physical
activity, and knee loading in individuals with medial knee OA is recommended.

In summary, in regards to physical activity measures in medial knee OA, this is seen as the start of
a journey and thus the future studies in this area would allow further detail on what the individuals
were ‘doing’ rather than what they can do. This is important for future osteoarthritis research given

the current challenges in sedentary lifestyle, obesity and risks of cardiovascular health due to these.

196



References

Aaboe, J., Bliddal, H., Messier, S. P., Alkjaer, T., & Henriksen, M. (2011). Effects of an intensive
weight loss program on knee joint loading in obese adults with knee osteoarthritis. Osteoarthritis
and Cartilage, 19(7), 822-828.

Abel, M., Hannon, J., Mullineaux, D., & Beighle, A. (2011). Determination of step rate thresholds
corresponding to physical activity intensity classifications in adults. Journal of Physical Activity
and Health, 8(1), 45-51

Ahlback, S. (1968). Osteoarthrosis of the knee. A radiographic investigation. Acta radiologica:
diagnosis, Suppl-277.

Al-Khlaifat, L., Herrington, L. C., Hammond, A., Tyson, S. F., & Jones, R. K. (2016). The
effectiveness of an exercise programme on knee loading, muscle co-contraction, and pain in
patients with medial knee osteoarthritis: A pilot study. The Knee, 23(1), 63-69.

Altman,R., Asch, E., Bloch, D., Bole, D., Borenstein, K., Brandt, K.(1986). Development of
criteria for the classification and reporting of osteoarthritis. classification of osteoarthritis of the
knee. Arthritis Rheum, 29, 1039-49.

Altman, R. D. (1987). Criteria for the classification of osteoarthritis of the knee and hip.
Scandinavian Journal of Rheumatology, 16(S65), 31-39.

Al-Zahrani, K. S., & Bakheit, A. M. O. (2002). A study of the gait characteristics of patients with
chronic osteoarthritis of the knee. Disability and rehabilitation, 24(5), 275-280.

Al-Zahrani, Y., Liu, A., Herrington, L., Hutchins, S., & Jones, R. K. (2016). The use of a valgus
knee brace on muscle cocontraction during walking and stair climbing in individuals with medial
knee osteoarthritis. Osteoarthritis and Cartilage, 24, S472-S473.

Alviar, M. J., Olver, J., Brand, C., Tropea, J., Hale, T., Pirpiris, M., & Khan, F. (2011). Do patient-
reported outcome measures in hip and knee arthroplasty rehabilitation have robust measurement
attributes? A systematic review. Journal of rehabilitation medicine: official journal of the UEMS
European Board of Physical and Rehabilitation Medicine, 43(7), 572-583.

Amin, S., Luepongsak, N., McGibbon, C. A., LaValley, M. P., Krebs, D. E., & Felson, D. T.
(2004). Knee adduction moment and development of chronic knee pain in elders. Arthritis care &
research, 51(3), 371-376.

197



Andrews, M., Noyes, F. R., Hewett, T. E., & Andriacchi, T. P. (1996). Lower limb alignment and
foot angle are related to stance phase knee adduction in normal subjects: a critical analysis of the
reliability of gait analysis data. Journal of orthopaedic research, 14(2), 289-295.

Andriacchi, T. P., Galante, J. O., & Fermier, R. W. (1982). The influence of total knee-
replacement design on walking and stair-climbing. Journal of Bone and Joint Surgery-Series
A, 64(9), 1328-1335.

Andriacchi, T. P. (1990). Dynamics of pathological motion: applied to the anterior cruciate
deficient knee. Journal of Biomechanics, 23, 99-105.

Andriacchi, T. P. (1994). Dynamics of knee malalignment. The Orthopedic Clinics of North
America, 25(3), 395-403.

Andriacchi, T. P., & Mindermann, A. (2006). The role of ambulatory mechanics in the initiation
and progression of knee osteoarthritis. Current Opinion in Rheumatology, 18(5), 514-518.

Angeloni, C., Cappozzo, A., Catani, F., & Leardini, A. (1992). Quantification of relative
displacement between bones and skin-and plate-mounted markers. In VIII Meeting on European
Society of Biomechanics, Rome, Italy (20), p. 279).

Arden, N., & Nevitt, M. C. (2006). Osteoarthritis: epidemiology. Best practice & research
Clinical Rheumatology, 20(1), 3-25.

Arem, H., Keadle, S. K., & Matthews, C. E. (2015). Invited commentary: meta-physical activity
and the search for the truth. American Journal of Epidemiology, 181(9), 656-658.

Arokoski, J. P. A, Jurvelin, J. S., Vaatdinen, U., & Helminen, H. J. (2000). Normal and
pathological adaptations of articular cartilage to joint loading. Scandinavian Journal of Medicine
& Science in Sports, 10(4), 186-198.

Arthritis care (2012). OA nation. The most comprehensive UK report of people with osteoarthritis.
Last update 18 March 2015, from http://www.arthritiscare.org.uk /LivingwithArthritis/oanation-
2012, access date 01 April 2015.

Arthritis research UK (2015), http://www.arthritisresearchuk.orgb /arthritis-information/data-and-
statistics/osteoarthritis. aspx, access date 01 April 2015

198


http://www.arthritiscare.org.uk/
http://www.arthritisresearchuk.orgb/

Astephen, J. L., Deluzio, K. J., Caldwell, G. E., Dunbar, M. J., & Hubley-Kozey, C. L. (2008a).
Gait and neuromuscular pattern changes are associated with differences in knee osteoarthritis
severity levels. Journal of Biomechanics, 41(4), 868-876.

Astephen, J. L., Deluzio, K. J., Caldwell, G. E., & Dunbar, M. J. (2008b). Biomechanical changes
at the hip, knee, and ankle joints during gait are associated with knee osteoarthritis severity.
Journal of Orthopaedic Research, 26(3), 332-341.

Atkins, D., Eccles, M., Flottorp, S., Guyatt, G. H., Henry, D., Hill, S., & Williams, J. W. (2004).
Systems for grading the quality of evidence and the strength of recommendations I critical
appraisal of existing approaches The GRADE Working Group. BMC Health Services Research,
4(1), 38.

Atkin, A. J., Gorely, T., Clemes, S. A., Yates, T., Edwardson, C., Brage, S., & Biddle, S. J. (2012).
Methods of measurement in epidemiology: sedentary behaviour. International Journal of
Epidemiology, 41(5), 1460-1471.

Backhouse, M. R., Hensor, E., White, D., Keenan, A. M., Helliwell, P. S., & Redmond, A. C.
(2013). Concurrent validation of activity monitors in patients with rheumatoid arthritis. Clinical
Biomechanics, 28(4), 473-479.

Baert, I. A., Nijs, J., Meeus, M., Lluch, E., & Struyf, F. (2014). The effect of lateral wedge insoles
in patients with medial compartment knee osteoarthritis: balancing biomechanics with pain
neuroscience. Clinical Rheumatology, 30(11),1529-1538.

Baker, K., Goggins, J., Xie, H., Szumowski, K., LaValley, M., Hunter, D. J., & Felson, D. T.
(2007). A randomized crossover trial of a wedged insole for treatment of knee osteoarthritis.
Arthritis & Rheumatism, 56(4), 1198-1203.

Baliunas, A. J., Hurwitz, D. E., Ryals, A. B., Karrar, A., Case, J. P., Block, J. A., & Andriacchi, T.
P. (2002). Increased knee joint loads during walking are present in subjects with knee
osteoarthritis. Osteoarthritis and Cartilage, 10(7), 573-579.

Bao, L., & Intille, S. S. (2004). Activity recognition from user-annotated acceleration data. In
Pervasive computing, Springer Berlin Heidelberg, (3001),(pp. 1-17).

Bassett Jr, D. R., Cureton, A. L., & Ainsworth, B. E. (2000). Measurement of daily walking
distance-questionnaire versus pedometer. Medicine and Science in Sports and Exercise, 32(5),
1018-1023.

199



Barrios, J. A., Davis, I. S., Higginson, J. S., & Royer, T. D. (2009a). Lower extremity walking
mechanics of young individuals with asymptomatic varus knee alignment. Journal of Orthopaedic
Research, 27(11), 1414-14109.

Barrios, J. A., Crenshaw, J. R., Royer, T. D., & Davis, I. S. (2009b). Walking shoes and laterally
wedged orthoses in the clinical management of medial tibiofemoral osteoarthritis: a one-year
prospective controlled trial. The Knee, 16(2), 136-142.

Barrios, J. A., Butler, R. J., Crenshaw, J. R., Royer, T. D., & Davis, I. S. (2013). Mechanical
effectiveness of lateral foot wedging in medial knee osteoarthritis after 1 year of wear. Journal of
Orthopaedic Research, 31(5), 659-664.

Baumgartner, T. A. (1989). Norm-referenced measurement: reliability. Measurement Concepts in
Physical Education and Exercise Science, 20, 45-47.

Bejek, Z., Pardczai, R., lllyés, A, & Kiss, R. M. (2006). The influence of walking speed on gait
parameters in healthy people and in patients with osteoarthritis. Knee Surgery, Sports
Traumatology, Arthroscopy, 14(7), 612-622.

Benito, M. J., Veale, D. J., FitzGerald, O., van den Berg, W. B., & Bresnihan, B. (2005). Synovial
tissue inflammation in early and late osteoarthritis. Annals of the Rheumatic Diseases, 64(9), 1263-
1267.

Bennell, K. L., Hinman, R. S., Metcalf, B. R., Crossley, K. M., Buchbinder, R., Smith, M., &
McColl, G. (2003). Relationship of knee joint proprioception to pain and disability in individuals
with knee osteoarthritis. Journal of Orthopaedic Research, 21(5), 792-797.

Bennell, K. L., & Hinman, R. S. (2005). Effect of experimentally induced knee pain on standing
balance in healthy older individuals. Rheumatology, 44(3), 378-381.

Bennell, K. L., Hunt, M. A., Wrigley, T. V., Hunter, D. J., McManus, F. J., Hodges, P. W., &
Hinman, R. S. (2010). Hip strengthening reduces symptoms but not knee load in people with
medial knee osteoarthritis and varus malalignment: a randomised controlled trial. Osteoarthritis
and Cartilage, 18(5), 621-628.

Bennell, K. L., Bowles, K. A., Wang, Y., Cicuttini, F., Davies-Tuck, M., & Hinman, R. S.
(2011a). Higher dynamic medial knee load predicts greater cartilage loss over 12 months in medial
knee osteoarthritis. Annals of the Rheumatic Diseases, 70(10), 1770-1774.

200



Bennell, K. L., Bowles, K. A., Payne, C., Cicuttini, F., Williamson, E., Forbes, A., & Hinman, R.
S. (2011b). Lateral wedge insoles for medial knee osteoarthritis: 12 month randomised controlled
trial. BMJ: British Medical Journal, 342: p. 2912.

Bennell, K. L., Egerton, T., Bills, C., Gale, J., Kolt, G. S., Bunker, S. J., & Hinman, R. S. (2012).
Addition of telephone coaching to a physiotherapist-delivered physical activity program in people
with knee osteoarthritis: A randomised controlled trial protocol. BMC Musculoskeletal Disorders,
13(1), 246.

Berg, K. (2003). Endurance training and performance in runners. Sports Medicine, 33(1), 59-73.

Birmingham, T. B., Hunt, M. A., Jones, I. C., Jenkyn, T. R., & Giffin, J. R. (2007). Test—retest
reliability of the peak knee adduction moment during walking in patients with medial
compartment knee osteoarthritis. Arthritis Care & Research, 57(6), 1012-1017.

Bitton, R. (2009). The Economic Burden of Osteoarthritis, The American Journal of Managed
care, 15(8),230-235.

Bond, M., Davis, A., Lohmander, S., & Hawker, G. (2012). Responsiveness of the OARSI-
OMERACT osteoarthritis pain and function measures. Osteoarthritis and Cartilage, 20(6), 541-
547.

Brandt, K. D., Heilman, D. K., Slemenda, C., Katz, B. P., Mazzuca, S. A., Braunstein, E. M., &
Byrd, D. M. (1999). Quadriceps strength in women with radiographically progressive osteoarthritis
of the knee and those with stable radiographic changes. The Journal of Rheumatology, 26(11), 2431-
2437.

Brandt, K. D., Dieppe, P., & Radin, E. L. (2008). Etiopathogenesis of osteoarthritis. Rheumatic
Disease Clinics of North America, 34(3), 531-559.

Bravata, D. M., Smith-Spangler, C., Sundaram, V., Gienger, A. L., Lin, N., Lewis, R., & Sirard, J.
R. (2007). Using pedometers to increase physical activity and improve health: a systematic review.
Jama, 298(19), 2296-2304.

Briem, K., & Snyder-Mackler, L. (2009). Proximal gait adaptations in medial knee OA. Journal of
Orthopaedic Research, 27(1), 78-83.

201



Brouwer, G. M., Van Tol, A. W., Bergink, A. P., Belo, J. N., Bernsen, R. M., Reijman, M.,& Bierma-
Zeinstra, S. M. (2007). Association between valgus and varus alignment and the development and
progression of radiographic osteoarthritis of the knee. Arthritis & Rheumatism, 56(4), 1204-1211.

Buckwalter, J. A., Saltzman, C., & Brown, T. (2004). The impact of osteoarthritis: implications for
research. Clinical Orthopaedics and Related Research, 427, S6-S15.

Burr, D. B. (2003). Subchondral bone in the pathogenesis of osteoarthritis. Mechanical
aspects. Osteoarthritis, 2, 125-132.

Butler, R. J., Marchesi, S., Royer, T., & Davis, I. S. (2007). The effect of a subject-specific amount
of lateral wedge on knee mechanics in patients with medial knee osteoarthritis. Journal of
Orthopaedic Research, 25(9), 1121-1127.

Callahan, C. M., Drake, B. G., Heck, D. A., & Dittus, R. S. (1994). Patient outcomes following
tricompartmental total knee replacement: a meta-analysis. Jama, 271(17), 1349-1357.

Cappozzo, A., Catani, F., Leardini, A., Benedetti, G., & Della Croce, U. (1996). Position and
orientation in space of bones during movement: experimental artefacts. Clinical Biomechanics,
11(2), 90-100.

Cappozzo, A., Della Croce, U., Leardini, A., & Chiari, L. (2005). Human movement analysis using
stereophotogrammetry: Part 1: theoretical background. Gait & Posture, 21(2), 186-196.

Cappozzo, A., Catani, F., Della Croce, U., & Leardini, A. (1995). Position and orientation in space
of bones during movement: anatomical frame definition and determination. Clinical Biomechanics,
10(4), 171-178.

Cavanaugh, J. T., Coleman, K. L., Gaines, J. M., Laing, L., & Morey, M. C. (2007). Using Step
Activity Monitoring to Characterize Ambulatory Activity in Community-Dwelling Older
Adults. Journal of the American Geriatrics Society, 55(1), 120-124.

Chang, A., Hayes, K., Dunlop, D., Song, J., Hurwitz, D., Cahue, S., & Sharma, L. (2005). Hip
abduction moment and protection against medial tibiofemoral osteoarthritis progression. Arthritis &
Rheumatism, 52(11), 3515-3519.

Chang, A.,Hurwitz, D.,Dunlop, D., Song, J., Hayes, K. & Sharma, L. (2007). The relationship
between toe-out angle during gait and progression of medial tibiofemoral osteoarthritis. Annals
of the Rheumatic Diseases, 66(10), 1271-1275.

202



Chang, A. H., Moisio, K. C., Chmiel, J. S., Eckstein, F., Guermazi, A., Prasad, P. V., & Sharma,
L. (2015). External knee adduction and flexion moments during gait and medial tibiofemoral
disease progression in knee osteoarthritis. Osteoarthritis and Cartilage. 23(7), 1099-1106.

Chmelo, E., Nicklas, B., Davis, C., Miller, G. D., Legault, C., & Messier, S. (2013). Physical
activity and physical function in older adults with knee osteoarthritis. Journal of Physical Activity
& Health, 10(6), 777.

Childs, J. D., Sparto, P. J., Fitzgerald, G. K., Bizzini, M., & Irrgang, J. J. (2004). Alterations in lower
extremity movement and muscle activation patterns in individuals with knee osteoarthritis. Clinical
Biomechanics, 19(1), 44-49.

Chehab, E. F., Favre, J., Erhart-Hledik, J. C., & Andriacchi, T. P. (2014). Baseline knee adduction
and flexion moments during walking are both associated with 5 year cartilage changes in patients
with medial knee osteoarthritis. Osteoarthritis and Cartilage, 22(11), 1833-1839.

Cho, H. J., Chang, C. B., Kim, K. W., Park, J. H., Yoo, J. H., Koh, I. J., & Kim, T. K. (2011). Gender
and prevalence of knee osteoarthritis types in elderly Koreans. The Journal of Arthroplasty, 26(7),
994-999.

Clarke, C. L., Holdsworth, R. J., Ryan, C. G., & Granat, M. H. (2013). Free-living physical
activity as a novel outcome measure in patients with intermittent claudication. European Journal
of Vascular and Endovascular Surgery, 45(2), 162-167.

Clarke, S., Wakeley, C., Duddy, J., Sharif, M., Watt, I., Ellingham, K. & Kirwan, J. R. (2004).
Dual-energy X-ray absorptiometry applied to the assessment of tibial subchondral bone mineral
density in osteoarthritis of the knee. Skeletal Radiology, 33(10), 588-595.

Coggon, D., Croft, P., Kellingray, S., Barrett, D., McLaren, M. and Cooper, C. (2000). Occupational
physical activities and osteoarthritis of the knee. Arthritis and Rheumatism, 43(7), 1443-1449.

Cooke T, Bryant J, Scudamore R. (1994). Biomechanical factors in alignment and arthritis disorders
of the knee. Knee Surgery. Baltimore,Willams and Wikins, 1061-1078.

Cooke, T. D. V., Sled, E. A., & Scudamore, R. A. (2007). Frontal plane knee alignment: a call for
standardized measurement. Journal of Rheumatology, 34(9), 1796.-1801.

Conaghan PG, Dickson J, Grant RL. (2008): Care and management of osteoarthritis in adults:
summary of NICE Guidance. BMJ, 336(7642):502-503.

203



Collins, T., Ghoussayni, S., Ewins, D. And Kent, J. (2009). A six degrees-of-freedom marker set
for gait analysis: Repeatability and comparison with a modified Helen Hayes set. Gait and Posture,
30(2), pp. 173-180.

Corréa Dias, R., Domingues Dias, J. and Ramos, L. (2003). Impact of an exercise and walking
protocol on quality of life for elderly people with OA of the knee. Physiotherapy Research
International, 8(3), 121-130.

Coyte, P. C., Asche, C. V., Croxford, R., & Chan, B. (1998). The economic cost of musculoskeletal
disorders in Canada. Arthritis & Rheumatology, 11(5), 315-325.

Crenshaw, S. J., Pollo, F. E., & Calton, E. F. (2000). Effects of lateral-wedged insoles on kinetics
at the knee. Clinical Orthopaedics and Related Research, 375, 185-192.

Creaby, M. W., Bennell, K. L., & Hunt, M. A. (2012). Gait differs between unilateral and bilateral
knee osteoarthritis. Archives of Physical Medicine and Rehabilitation, 93(5), 822-827.

Croce, U. D., Cappozzo, A., Kerrigan, C., & Lucchetti, L. (1997). Bone position and orientation
errors: pelvis and lower limb anatomical landmark identification reliability. Gait & Posture, 5(2),
156-157.

Crouter, S. E., Schneider, P. L., & Bassett Jr, D. R. (2005). Spring-levered versus piezo-electric
pedometer accuracy in overweight and obese adults. Medicine and Science in Sports and
Exercise, 37(10), 1673-1679.

Dahlgren, G., Carlsson, D., Moorhead, A., Hager-Ross, C., & McDonough, S. M. (2010). Test—
retest reliability of step counts with the ActivPAL™ device in common daily activities. Gait &
Posture, 32(3), 386-390.

Davis, M. A,, Ettinger, W. H., Neuhaus, J. M., & Mallon, K. P. (1991a). Knee osteoarthritis and
physical functioning: evidence from the NHANES | Epidemiologic Follow-up Study. The Journal
of Rheumatology, 18(4), 591-598.

Davis Ill, R. B., Ounpuu, S., Tyburski, D., & Gage, J. R. (1991b). A gait analysis data collection
and reduction technique. Human Movement Science, 10(5), 575-587.

Davis MA, Ettinger WH, Neuhaus JM, Hauck WW. (1998). Sex differences in osteoarthritis of the
knee: The role of obesity. American Journal of Epidemiology, 127(5), 1019-1030.

204



Dijkgraaf, L. C., de Bont, L. G., Boering, G., & Liem, R. S. (1995). The structure, biochemistry,
and metabolism of osteoarthritic cartilage: a review of the literature. Journal of Oral and
Maxillofacial Surgery, 53(10), 1182-1192.

Dieppe PA, Lohmander LS. (2005). Pathogenesis and management of pain in osteoarthritis. The
Lancet, 365(9463), 965-973.

Doherty, M., Watt, I., & Dieppe, P. (1983). Influence of primary generalized osteoarthritis on
development of secondary osteoarthritis. The Lancet, 322(8340): 8-11

Doherty, T. J., Vandervoort, A. A., & Brown, W. F. (1993). Effects of ageing on the motor unit: a
brief review. Canadian Journal of Applied Physiology, 18(4), 331-358.

Dowd, K. P., Harrington, D. M., & Donnelly, A. E. (2012). Criterion and Concurrent Validity of
the activPAL3 Professional Physical Activity Monitor in Adolescent Females. PloS one, 7(10),
e47633.

Doré, D. A., Winzenberg, T. M., Ding, C., Otahal, P., Pelletier, J. P., Martel-Pelletier, J, Jones, G.
(2013). The association between objectively measured physical activity and knee structural change
using MRI. Annals of the Rheumatic Diseases, 72(7), 1170-1175.

Dieppe, P. A., Lohmander, L. S. (2005) Pathogenesis and management of pain in osteoarthritis.
The Lancet, 365(9463), 965-973.

Dinger, M. K., Oman, R. F., Taylor, E. L., Vesely, S. K., & Able, J. (2004). Stability and convergent
validity of the Physical Activity Scale for the Elderly (PASE). The Journal of Sports Medicine and
Physical Fitness, 44(2), 186-192.

Driban, J. B., Hootman, J. M., Sitler, M. R., Harris, K., & Cattano, N. M. (2015). Is Participation
in Certain Sports Associated With Knee Osteoarthritis? A Systematic Review. Journal of Athletic
Training (online).

Dumurgier, J., Elbaz, A., Ducimetiére, P., Tavernier, B., Alpérovitch, A., & Tzourio, C. (2009).
Slow walking speed and cardiovascular death in well functioning older adults: prospective cohort
study. Bmj, 339, b4460.

Dunlop, D. D., Semanik, P., Song, J., Sharma, L., Nevitt, M., Jackson, R., & Osteoarthritis
Initiative Investigators. (2010). Moving to maintain function in knee osteoarthritis: evidence from
the osteoarthritis initiative. Archives of Physical Medicine and Rehabilitation, 91(5), 714-721.

205



Dunlop, D. D., Song, J., Semanik, P. A., Chang, R. W., Sharma, L., Bathon, J. M., & Hootman, J.
M. (2011). Objective physical activity measurement in the osteoarthritis initiative: Are guidelines
being met? Arthritis & Rheumatism, 63(11), 3372-3382.

Dunlop, D. D., Song, J., Semanik, P. A., Sharma, L., Bathon, J. M., Eaton, C. B., & Chang, R. W.
(2014). Relation of physical activity time to incident disability in community dwelling adults with
or at risk of knee arthritis: prospective cohort study. BMJ, 348, g2472.

Duvivier, B. M., Schaper, N. C., Bremers, M. A., van Crombrugge, G., Menheere, P. P., Kars, M.,
& Savelberg, H. H. (2013). Minimal intensity physical activity (standing and walking) of longer
duration improves insulin action and plasma lipids more than shorter periods of moderate to vigorous
exercise (cycling) in sedentary subjects when energy expenditure is comparable. PloS one, 8(2),
e55542.

Earl, J. E., & Hertel, J. (2001). Lower-extremity muscle activation during the Star Excursion
Balance Tests. Journal of Sport Rehabilitation, 10(2), 93-104.

Englund, M., Paradowski, P. T., & Lohmander, L. S. (2004). Association of radiographic hand
osteoarthritis with radiographic knee osteoarthritis after meniscectomy. Arthritis &
Rheumatology, 50(2), 469-475.

Fantini Pagani, C. H., Hinrichs, M., & Briggemann, G. P. (2012). Kinetic and kinematic changes
with the use of valgus knee brace and lateral wedge insoles in patients with medial knee
osteoarthritis. Journal of Orthopaedic Research, 30(7), 1125-1132.

Farr, J. N., Going, S. B., Lohman, T. G., Rankin, L., Kasle, S., Cornett, M., & Cussler, E. (2008).
Physical activity levels in patients with early knee osteoarthritis measured by accelerometry.
Arthritis Care & Research, 59(9), 1229-1236.

Felson, D. T., Naimark, A., Anderson, J., Kazis, L., Castelli, W., & Meenan, R. F. (1987). The
prevalence of knee osteoarthritis in the elderly. The Framingham Osteoarthritis Study. Arthritis &
Rheumatism, 30(8), 914-918.

Felson, D. T., Anderson, J. J., Boers, M., Bombardier, C., Chernoff, M., Fried, B., & Wolfe, F.
(1993). The American College of Rheumatology preliminary core set of disease activity measures
for rheumatoid arthritis clinical trials. Arthritis & Rheumatism, 36(6), 729-740.

206



Felson, D. T., Zhang, Y., Hannan, M. T., Naimark, A., Weissman, B. N., Aliabadi, P., & Levy, D.
(1995). The incidence and natural history of knee osteoarthritis in the elderly, the framingham
osteoarthritis study. Arthritis & Rheumatology, 38(10), 1500-1505.

Felson, D. T., Zhang, Y., Hannan, M. T., Naimark, A., Weissman, B., Aliabadi, P., & Levy, D.
(1997). Risk factors for incident radiographic knee osteoarthritis in the elderly. The Framingham
Study. Arthritis & Rheumatism, 40(4), 728-733.

Felson, D. T., Lawrence, R. C., Dieppe, P. A., Hirsch, R., Helmick, C. G., Jordan, J. M., & Fries,
J. F. (2000). Osteoarthritis: new insights. Part 1: the disease and its risk factors. Annals of Internal
Medicine, 133(8), 635-646.

Felson, D. T., Nevitt, M. C., Zhang, Y., Aliabadi, P., Baumer, B., Gale, D., & Xu, L. (2002). High
prevalence of lateral knee osteoarthritis in Beijing Chinese compared with Framingham Caucasian
subjects. Arthritis & Rheumatism, 46(5), 1217-1222.

Felson, D. T. (2006). Osteoarthritis of the knee. New England Journal of Medicine, 354(8), 841-
848.

Ferreira, G. E., Robinson, C. C., Wiebusch, M., de Mello Viero, C. C., da Rosa, L. H. T., & Silva,
M. F. (2015). The Effect of Exercise Therapy on Knee Adduction Moment in Individuals with Knee
Osteoarthritis: A Systematic Review. Clinical Biomechanics. 30(6), 521-527.

Fleiss, J. L. (2011). Design and analysis of clinical experiments. (73) John Wiley& Sons.

Fisher, N. M., White, S. C., Yack, H. J., Smolinski, R. J., & Pendergast, D. R. (1997). Muscle
function and gait in patients with knee osteoarthritis before and after muscle rehabilitation. Disability
& Rehabilitation, 19(2), 47-55.

Fitzgerald, G.K,, Piva, S.R., Irrgang, J.J. (2004). Reports of joint instability in knee osteoarthritis:
its prevalence and relationship to physical function. Arthritis Care & Research, 51(6):941-946.

Fitzgerald, G.K. & Qatis, C. (2004). Role of physical therapy in management of knee osteoarthritis.
Current Opinion in Rheumatology, 16(2), 143-47.

Fontaine, K. R., Heo, M., & Bathon, J. (2004). Are US adults with arthritis meeting public health
recommendations for physical activity? Arthritis & Rheumatism, 50(2), 624-628.

207



Foroughi, N., Smith, R., & Vanwanseele, B. (2009). The association of external knee adduction
moment with biomechanical variables in osteoarthritis: a systematic review. The Knee, 16(5), 303-
309.

Foroughi, N., Smith, R. M., Lange, A. K., Baker, M. K., Fiatarone Singh, M. A., & Vanwanseele,
B. (2011). Lower limb muscle strengthening does not change frontal plane moments in women
with knee osteoarthritis: A randomized controlled trial. Clinical Biomechanics, 26(2), 167-174.

Foster, R.C., Lanningham-Foster, L.M., Manohar, C., McCrady, S.K., Nysse, L.J., Kaufman, K.R.,
(2005). Precision and accuracy of an ankle-worn accelerometer-based pedometer in step
numbering and energy expenditure. Preventive Medicine, 41(3), 778-783.

Frontera, W.R., Slovik, D.M. & Dawson, D.M., (2006). Exercise in Rehabilitation Medicine.
Human Kinetics.

Gabriel, S. E., Crowson, C. S., Campion, M. E., & O'Fallon, W. M. (1997). Direct medical costs
unique to people with arthritis. The Journal of Rheumatology, 24(4), 719-725.

Gates, L. S., Leyland, K. M., Sheard, S., Jackson, K., Kelly, P., Callahan, L. F., & Foster, C. (2017).
Physical activity and osteoarthritis: a consensus study to harmonise self-reporting methods of
physical activity across international cohorts. Rheumatology International, 37(4), 469-478.

Godfrey, A., Culhane, K. M., & Lyons, G. M. (2007). Comparison of the performance of the
activPAL™ professional physical activity logger to a discrete accelerometer-based activity
monitor. Medical Engineering & Physics, 29(8), 930-934.

Godfrey, A., Conway, R., Meagher, D., & OLaighin, G. (2008). Direct measurement of human
movement by accelerometry. Medical Engineering & Physics, 30(10), 1364-1386.

Gongalves, R. S., Cabri, J., Pinheiro, J. P., Ferreira, P. L., & Gil, J. (2010). Cross-cultural
adaptation and validation of the Portuguese version of the intermittent and constant osteoarthritis
pain (ICOAP) measure for the knee. Osteoarthritis and Cartilage, 18(8), 1058-1061

Goubert, L., Crombez, G., Eccleston, C., & Devulder, J. (2004). Distraction from chronic pain
during a pain-inducing activity is associated with greater post-activity pain. Pain, 110(1), 220-227.

Ghasemi, A., & Zahediasl, S. (2012). Normality tests for statistical analysis: a guide for non-
statisticians. International Journal of Endocrinology and Metabolism, 10(2), 486-489.

208



Granat, M., Grant, M., & Dall, P. (2007). Quantification of activity patterns of the elderly
population in different care settings. In Proceedings of the 4th world congress of the international
society of physical medicine and rehabilitation.

Grant, P. M., Ryan, C. G., Tighe, W. W., & Granat, M. H. (2006). The validation of a novel
activity monitor in the measurement of posture and motion during everyday activities. British
Journal of Sports Medicine, 40(12), 992-997.

Grant, P. M., Dall, P. M., Mitchell, S. L., & Granat, M. H. (2008). Activity-monitor accuracy in
measuring step number and cadence in community-dwelling older adults. Journal of Aging &
Physical Activity, 16(2), 201-214.

Grelsamer, R. P. (1995). Unicompartmental osteoarthrosis of the knee. Journal of bone and joint
surgery. The Journal of Bone & Joint Surgery, 77(2), 278-292.

Gribble, P. A., & Hertel, J. (2003). Considerations for normalizing measures of the Star Excursion
Balance Test. Measurement in Physical Education and Exercise Science, 7(2), 89-100.

Gribble, P. A., Hertel, J., Denegar, C. R., & Buckley, W. E. (2004). The effects of fatigue and chronic
ankle instability on dynamic postural control. Journal of Athletic Training, 39(4), 321.

Gribble, P. A., Tucker, W. S., & White, P. A. (2007). Time-of-day influences on static and dynamic
postural control. Journal of Athletic Training, 42(1), 35.

Gribble, P. A., Hertel, J., & Plisky, P. (2012). Using the Star Excursion Balance Test to assess
dynamic postural-control deficits and outcomes in lower extremity injury: a literature and systematic
review. Journal of Athletic Training, 47(3), 339-357.

Griffin, D.W, Harmoon, D., Kennedy, N. (2011). The physical activity and psychological profile of
patients with low back pain with high and low self-efficacy levels. World Physical Therapy
Congress, Physiotherapy, 97 (supplement S1), eS18 — eS1415.

Grotle, M., Hagen, K. B., Natvig, B., Dahl, F. A., & Kvien, T. K. (2008). Prevalence and burden
of osteoarthritis: results from a population survey in Norway. The Journal of Rheumatology, 35(4),
677-684.

Growney, E., Meglan, D., Johnson, M., Cahalan, T., & An, K. N. (1997). Repeated measures of
adult normal walking using a video tracking system. Gait & Posture, 6(2), 147-162.

209



Guermazi, A., Niu, J., Hayashi, D., Roemer, F. W., Englund, M., Neogi, T., & Felson, D. T. (2012).
Prevalence of abnormalities in knees detected by MRI in adults without knee osteoarthritis:
population based observational study (Framingham Osteoarthritis Study). BMJ, 345, e5339.

Gupta, S., Hawker, G. A., Laporte, A., Croxford, R., & Coyte, P. C. (2005). The economic burden
of disabling hip and knee osteoarthritis (OA) from the perspective of individuals living with this
condition. Rheumatology, 44(12), 1531-1537.

Hannan, M. T., Anderson, J. J., Zhang, Y., Levy, D., & Felson, D. T. (1993). Bone mineral density
and knee osteoarthritis in elderly men and women. The Framingham Study. Arthritis & Rheumatism,
36(12), 1671-1680.

Hansen, B. H., Kolle, E., Dyrstad, S. M., Holme, I., & Anderssen, S. A. (2012). Accelerometer-
determined physical activity in adults and older people. Medicine and Science in Sports and
Exercise, 44(2), 266-272.

Hassan, B. S., Mockett, S., & Doherty, M. (2001). Static postural sway, proprioception, and maximal
voluntary quadriceps contraction in patients with knee osteoarthritis and normal control subjects.
Annals of the Rheumatic Diseases, 60(6), 612-618.

Harrington, D. M., Welk, G. J., & Donnelly, A. E. (2011). Validation of MET estimates and step
measurement using the ActivPAL physical activity logger. Journal of Sports Sciences, 29(6), 627-
633.

Harwell, M. R., Rubinstein, E. N., Hayes, W. S. & Olds, C. C. (1992). Summarizing monte carlo
results in methodological research: The one-and two factor fixed effects ANOVA cases. Journal of
Educational and Behavioral Statistics, 17, 315-339.

Hatef, M. R., Mirfeizi, Z., Sahebari, M., Jokar, M. H., & Mirheydari, M. (2014). Superiority of
laterally elevated wedged insoles to neutrally wedged insoles in medial knee osteoarthritis
symptom relief. International Journal of Rheumatic Diseases, 17(1), 84-88.

Hawker, G. A., Davis, A. M., French, M. R., Cibere, J., Jordan, J. M., March, L., & Dieppe, P.
(2008). Development and preliminary psychometric testing of a new OA pain measure—an
OARSI/OMERACT initiative. Osteoarthritis and Cartilage, 16(4), 409-414.

Herrington, L., Hatcher, J., Hatcher, A., & McNicholas, M. (2009). A comparison of Star
Excursion Balance Test reach distances between ACL deficient patients and asymptomatic
controls. The Knee, 16(2), 149-152.

210



Hertel, J., Miller, S. J., & Denegar, C. R. (2000). Intratester and intertester reliability during the
Star Excursion Balance Tests. Journal of Sport Rehabilitation, 9(2), 104-116.

Hertel, J., Braham, R. A., Hale, S. A., & Olmsted-Kramer, L. C. (2006). Simplifying the star
excursion balance test: analyses of subjects with and without chronic ankle instability. Journal of
Orthopaedic & Sports Physical Therapy, 36(3), 131-137.

Hewett, T. E., Noyes, F. R., Barber-Westin, S. D., & Heckmann, T. P. (1998). Decrease in knee
joint pain and increase in function in patients with medial compartment arthrosis: a prospective
analysis of valgus bracing. Orthopedics, 21(2), 131-140.

Hinman, R. S., Bennell, K. L., Metcalf, B. R., & Crossley, K. M. (2002). Balance impairments in
individuals with symptomatic knee osteoarthritis: a comparison with matched controls using
clinical tests. Rheumatology, 41(12), 1388-1394.

Hinman, R. S., Bowles, K. A., Payne, C., & Bennell, K. L. (2008a). Effect of length on laterally-
wedged insoles in knee osteoarthritis. Arthritis Care & Research, 59(1), 144-147.

Hinman, R. S., Payne, C., Metcalf, B. R., Wrigley, T. V., & Bennell, K. L. (2008). Lateral wedges
in knee osteoarthritis: What are their immediate clinical and biomechanical effects and can these
predict a three-month clinical outcome? Arthritis Care & Research, 59(3), 408-415.

Hinman, R. S., Bowles, K. A., & Bennell, K. L. (2009). Laterally wedged insoles in knee
osteoarthritis: do biomechanical effects decline after one month of wear?. BMC Musculoskeletal
Disorders, 10(1), 146.

Hinman, R. S., Hunt, M. A, Creaby, M. W., Wrigley, T. V., McManus, F. J., & Bennell, K. L.
(2010). Hip muscle weakness in individuals with medial knee osteoarthritis. Arthritis Care &
Research, 62(8), 1190-1193.

Hinman, R. S., Bowles, K. A., Metcalf, B. B., Wrigley, T. V., & Bennell, K. L. (2012). Lateral
wedge insoles for medial knee osteoarthritis: effects on lower limb frontal plane biomechanics.
Clinical Biomechanics, 27(1), 27-33.

Hinman, R. S., Hunt, M. A., Simic, M., & Bennell, K. L. (2013). Exercise, Gait Retraining,
Footwear and Insoles for Knee Osteoarthritis. Current Physical Medicine and Rehabilitation
Reports, 1-8.

211



Hill, K. D. (1996). A new test of dynamic standing balance for stroke patients: reliability, validity
and comparison with healthy elderly. Physiotherapy Canada, 48(4), 257-262.

Hochberg, M. C., Altman, R. D., April, K. T., Benkhalti, M., Guyatt, G., McGowan, J., & Tugwell,
P. (2012). American College of Rheumatology 2012 recommendations for the use of
nonpharmacologic and pharmacologic therapies in osteoarthritis of the hand, hip, and knee. Arthritis
care & research, 64(4), 465-474.

Hoops, M. L., Rosenblatt, N. J., Hurt, C. P., Crenshaw, J., & Grabiner, M. D. (2012). Does lower
extremity osteoarthritis exacerbate risk factors for falls in older adults? Women's Health, 8(6), 685-
698.

Holsgaard-Larsen, A., & Roos, E. M. (2012). Objectively measured physical activity in patients
with end stage knee or hip osteoarthritis. European Journal Physical Rehabilitation Medicine,
48(4), 577-585

Hong, S. J., Goh, E. Y., Chua, S. Y., & Ng, S. S. (2012). Reliability and validity of step test scores
in subjects with chronic stroke. Archives of Physical Medicine and Rehabilitation, 93(6), 1065-
1071.

Horlick, S. G., & Loomer, R. L. (1993). Valgus Knee Bracing for Medical Gonarthrosis. Clinical
Journal of Sport Medicine, 3(4), 251-255.

Howe, T. E., & Rafferty, D. (2009). Quadriceps activity and physical activity profiles over long
durations in patients with osteoarthritis of the knee and controls. Journal of Electromyography and
Kinesiology, 19(2), 78-83.

Hrobjartsson, A., and Gotzsche, P. (2004). Is the placebo powerless? Update of a systematic review
with 52 new randomized trials comparing placebo with no treatment. Journal of Internal Medicine,
256(2), pp. 91-100.

Huang, S. C., Wei, I. P., Chien, H. L., Wang, T. M., Liu, Y. H., Chen, H. L., & Lin, J. G. (2008).
Effects of severity of degeneration on gait patterns in patients with medial knee osteoarthritis.
Medical Engineering & Physics, 30(8), 997-1003.

Hunt, M., Birmingham,T., Bryant, D., Jones, I., Giffin, J., Jenkyn, T. & Vandervoort, A. (2008).
Lateral trunk lean explains variation in dynamic knee joint load in patients with medial
compartment knee osteoarthritis. Osteoarthritis and Cartilage, 16(5), 591-599.

212



Hurley, M. V., Scott, D. L., Rees, J., & Newham, D. J. (1997). Sensorimotor changes and
functional performance in patients with knee osteoarthritis. Annals of the Rheumatic Diseases,
56(11), 641-648.

Hurwitz, D., Ryals, A. R., Block, J. A., Sharma, L., Schnitzer, T. J., & Andriacchi, T. P. (2000).
Knee pain and joint loading in subjects with osteoarthritis of the knee. Journal of Orthopaedic
Research, 18(4), 572-579.

Hurwitz, D. E., Ryals, A. B., Case, J. P., Block, J. A., & Andriacchi, T. P. (2002). The knee adduction
moment during gait in subjects with knee osteoarthritis is more closely correlated with static
alignment than radiographic disease severity, toe out angle and pain. Journal of Orthopaedic
Research, 20(1), 101-107.

Huskisson, E. C., Berry, H., Gishen, P., Jubb, R. W., & Whitehead, J. (1995). Effects of
antiinflammatory drugs on the progression of osteoarthritis of the knee. LINK Study Group.
Longitudinal Investigation of Nonsteroidal Antiinflammatory Drugs in Knee Osteoarthritis. The
Journal of Rheumatology, 22(10), 1941-1946.

Hunter, D. J., McDougall, J. J., Keefe, F.J. (2008). The symptoms of osteoarthritis and the genesis
of pain. Rheumatic Disease Clinics of North America, 34:623-643.

Ingvarsson, T., Franklin, J., & Hardardottir, E. (2010). Patients with moderate and severe knee OA
do benefit from using a valgus knee brace. In Podium Presentation: 2010 Annual Meeting of the
American Academy of Orthopedic Surgeons.

Insall, J. N., Joseph, D. M., & Msika, C. (1984). High tibial osteotomy for varus gonarthrosis. A
long-term follow-up study. The Journal of Bone & Joint Surgery, 66(7), 1040-1048.

Irwin, M. L., Ainsworth, B. E., & Conway, J. M. (2001). Estimation of energy expenditure from
physical activity measures: determinants of accuracy. Obesity Research, 9(9), 517-525.

Iwamoto J., Takeda T., Sato Y. (2007).Effect of muscle strengthening exercises on muscle strength
in patients with osteoarthritis of the knee. The Knee. 14(3), 224-230.

Jacobson, J. A., Girish, G., Jiang, Y., & Sabb, B. J. (2008). Radiographic Evaluation of Arthritis:
Degenerative Joint Disease and Variationsl. Radiology, 248(3), 737-747.

Jenkyn, T. R., Hunt, M. A., Jones, I. C., Giffin, J. R. & Birmingham, T. B. (2008). Toe-out gait in
patients with knee osteoarthritis partially transforms external knee adduction moment into flexion

213



moment during early stance phase of gait: A tri-planar kinetic mechanism. Journal of
Biomechanics, 41(2), 276-283.

Jensen, L. K. (2007). Knee osteoarthritis Influence of work with heavy lifting, kneeling, climbing
stairs or ladders, or combining kneeling/squatting with heavy lifting. Occupational and
Environmental Medicine.

Jones, R. K., Nester, C. J., Richards, J. D., Kim, W. Y., Johnson, D. S., Jari, S.,& Tyson, S. F.
(2013a). A comparison of the biomechanical effects of valgus knee braces and lateral wedged
insoles in patients with knee osteoarthritis. Gait & posture, 37(3), 368-372.

Jones, R. K., Chapman, G. J., Findlow, A. H., Forsythe, L., Parkes, M. J., Sultan, J., & Felson, D.
T. (2013b). A new approach to prevention of knee osteoarthritis: reducing medial load in the
contralateral knee. The Journal of Rheumatology, 40(3), 309-315.

Jones, R. K., Zhang, M., Laxton, P., Findlow, A. H., & Liu, A. (2013c). The biomechanical effects
of a new design of lateral wedge insole on the knee and ankle during walking. Human Movement
Science, 32(4), 596-604.

Jones, R. K., Chapman, G. J., Forsythe, L., Parkes, M. J., & Felson, D. T. (2014). The relationship
between reductions in knee loading and immediate pain response whilst wearing lateral wedged
insoles in knee osteoarthritis. Journal of Orthopaedic Research, 32(9), 1147-1154.

Jones, R. K., Chapman, G. J., Parkes, M. J., Forsythe, L., & Felson, D. T. (2015). The effect of
different types of insoles or shoe modifications on medial loading of the knee in persons with
medial knee osteoarthritis: a randomised trial. Journal of Orthopaedic Research, 33(11), 1646-
1654.

Jordan, K. M., Arden, N. K., Doherty, M., Bannwarth, B., Bijlsma, J. W. J., Diepp, P., &
Dougados, M. (2003). EULAR Recommendations 2003: an evidence based approach to the
management of knee osteoarthritis: Report of a Task Force of the Standing Committee for
International Clinical Studies Including Therapeutic Trials (ESCISIT). Annals of the Rheumatic
Diseases, 62(12), 1145-1155.

Jordan, J. M., Luta, G., Renner, J. B., Dragomir, A., Hochberg, M. C., & Fryer, J. G. (1996).
Ethnic differences in self-reported functional status in the rural south: The Johnston county
osteoarthritis project. Arthritis & Rheumatism, 9(6), 483-491.

214



Jordan, K. M., Sawyer, S., Coakley, P., Smith, H. E., Cooper, C., & Arden, N. K. (2004). The use
of conventional and complementary treatments for knee osteoarthritis in the community.
Rheumatology, 43(3), 381-384.

Jordan, J., Helmick, C., Renner, J., Luta, G., Dragomir, A., Woodard, J., Fang, F., Schwartz, T.,
Abbate, L., Callahan, L., Kalsbeek, W. & Hochberg, M. (2007). Prevalence of knee symptoms and
radiographic and symptomatic knee osteoarthritis in African Americans and Caucasians: the
Johnston County Osteoarthritis Project. The Journal of rheumatology, 34 (1): 172-180.

Kadaba, M. P., Ramakrishnan, H. K., Wootten, M. E., Gainey, J., Gorton, G., & Cochran, G. V. B.
(1989). Repeatability of kinematic, kinetic, and electromyographic data in normal adult gait.
Journal of Orthopaedic Research, 7(6), 849-860.

Kadaba, M. P., Ramakrishnan, H. K., & Wootten, M. E. (1990). Measurement of lower extremity
kinematics during level walking. Journal of Orthopaedic Research, 8(3), 383-392.

Kadam U.T., Croft P.R. (2007): Clinical comorbidity in osteoarthritis: associations with physical
function in older patients in family practice. The Journal of Rheumatology, 34(9):1899-1904.

Kakihana, W., Akai, M., Nakazawa, K., Takashima, T., Naito, K., & Torii, S. (2005). Effects of
laterally wedged insoles on knee and subtalar joint moments. Archives of Physical Medicine and
Rehabilitation, 86(7), 1465-1471.

Kollegger, H., Baumgartner, C., Wober, C., Oder, W., & Deecke, L. (1992). Spontaneous body
sway as a function of sex, age, and vision: posturographic study in 30 healthy adults. European
Neurology, 32(5), 253-259.

Karabulut, M., Crouter, S. E., & Bassett Jr, D. R. (2005). Comparison of two waist-mounted and
two ankle-mounted electronic pedometers. European Journal of Applied Physiology, 95(4), 335-
343.

Karapolat, H., Demir, E., Bozkaya, Y. T., Eyigor, S., Nalbantgil, S., Durmaz, B., & Zoghi, M.
(2009). Comparison of hospital-based versus home-based exercise training in patients with heart
failure: effects on functional capacity, quality of life, psychological symptoms, and hemodynamic
parameters. Clinical Research in Cardiology, 98(10), 635-642.

Kaufman, K. R., Hughes, C., Morrey, B. F., Morrey, M., & An, K. N. (2001). Gait characteristics
of patients with knee osteoarthritis. Journal of Biomechanics, 34(7), 907-915.

215



Kaufman, K. R., & Sutherland, D. H. (2006). Kinematics of normal human walking. Human
Walking, 3, 33-52.

Keating, E. M., Faris, P. M., Ritter, M. A., & Kane, J. (1993). Use of lateral heel and sole wedges
in the treatment of medial osteoarthritis of the knee. Orthopaedic Review, 22(8), 921-924.

Kean, C. O., Hinman, R. S., Bowles, K. A., Cicuttini, F., Davies-Tuck, M., & Bennell, K. L.
(2012). Comparison of peak knee adduction moment and knee adduction moment impulse in
distinguishing between severities of knee osteoarthritis. Clinical Biomechanics, 27(5), 520-523.

Kean, C. O., Birmingham, T. B., Garland, S. J., Bryant, D. M., & Giffin, J. R. (2010). Minimal
detectable change in quadriceps strength and voluntary muscle activation in patients with knee
osteoarthritis. Archives of Physical Medicine and Rehabilitation, 91(9), 1447-1451.

Kean, C. O., Bennell, K. L., Wrigley, T. V., & Hinman, R. S. (2015). Relationship between hip
abductor strength and external hip and knee adduction moments in medial knee osteoarthritis.
Clinical Biomechanics, 30(3), 226-230.

Kellgren, J. H., & Lawrence, J. S. (1957). Radiological assessment of osteo-arthrosis. Annals of
the Rheumatic Diseases, 16(4), 494 -501.

Kerrigan, D. C., Lelas, J. L., Goggins, J., Merriman, G. J., Kaplan, R. J., & Felson, D. T. (2002).
Effectiveness of a lateral-wedge insole on knee varus torque in patients with knee osteoarthritis.
Archives of Physical Medicine and Rehabilitation, 83(7), 889-893.

Kettelkamp, D. B., Wenger, D. R., Chao, E. Y., & Thompson, C. (1976). Results of proximal tibial
osteotomy. The effects of tibiofemoral angle, stance-phase flexion-extension, and medial-plateau
force. Journal & Bone Joint Surgery American, 58(7), 952-960.

Keysor, J. J. (2003). Does late-life physical activity or exercise prevent or minimize disablement?.
A critical review of the scientific evidence. American Journal of Preventive Medicine, 25(3), 129-
136.

Klussmann, A., Gebhardt, H., Nibling, M., Liebers, F., Perea, E. Q., Cordier, W., & Rieger, M. A.
(2010). Research article Individual and occupational risk factors for knee osteoarthritis: results of a
case-control study in Germany. Arthritis Research & Therapy, 12(3), R88.

216



King, A. C., Oman, R. F., Brassington, G. S., Bliwise, D. L., Haskell, W. L. (1997). Moderate-
intensity exercise and self-rated quality of sleep in older adults. A randomized controlled trial.
Jama. 277(1), 32-37.

Kinnunen, T. I., Tennant, P. W., McParlin, C., Poston, L., Robson, S. C., & Bell, R. (2011).
Agreement between pedometer and accelerometer in measuring physical activity in overweight
and obese pregnant women. BMC Public Health, 11(1), 501.

Kinzey, S. J., & Armstrong, C. W. (1998). The reliability of the star-excursion test in assessing
dynamic balance. Journal of Orthopaedic & Sports Physical Therapy, 27(5), 356-360.

Kirkley, A., Webster-Bogaert, S., Litchfield, R., Amendola, A., MacDonald, S., McCalden, R., &
Fowler, P. (1999). The Effect of Bracing on Varus Gonarthrosis. The Journal of Bone & Joint
Surgery, 81(4), 539-48.

Koceja, D. M., Allway, D., & Earles, D. R. (1999). Age differences in postural sway during
volitional head movement. Archives of Physical Medicine and Rehabilitation, 80(12), 1537-1541.

Kollegger, H., Baumgartner, C., Wober, C., Oder, W., & Deecke, L. (1992). Spontaneous body
sway as a function of sex, age, and vision: posturographic study in 30 healthy adults. European
Neurology, 32(5), 253-259.

Kotlarz, H., Gunnarsson, C., Fang, H. & Rizzo, J. (2009). Insurer and out-of-pocket costs of
osteoarthritis in the US: evidence from national survey data, Arthritis and Rheumatism, 60 (12),
3546-3553.

Kozey-Keadle, S., Libertine, A., Lyden, K., Staudenmayer, J., & Freedson, P. S. (2011). Validation
of wearable monitors for assessing sedentary behavior. Medicine & Science in Sports & Exercise,
43(8), 1561-1567.

Kriska, A. M., & Caspersen, C. J. (1997). Introduction to a collection of physical activity
questionnaires. Medicine & Science in Sports & Exercise, 29(6), 5-9.

Kropmans, T. J., Dijkstra, P. U., Stegenga, B., Stewart, R., & De Bont, L. G. (1999). Smallest
detectable difference in outcome variables related to painful restriction of the temporomandibular
joint. Journal of Dental Research, 78(3), 784-789.

Kumar, D., Manal, K. T., & Rudolph, K. S. (2013). Knee joint loading during gait in healthy
controls and individuals with knee osteoarthritis. Osteoarthritis and Cartilage, 21(2), 298-305.

217



Kumar, D., Nardo, L., Calixto, N. E., Singh, J., Link, T. M., & Majumdar, S. (2014). Vigorous but
not moderate physical activity is related to structural progression of knee osteoarthritis over one
year. Osteoarthritis and Cartilage, 22, S20-S20.

Kumar, D., Souza, R. B., Subburaj, K., MacLeod, T. D., Singh, J., Calixto, N. E., & Majumdar, S.
(2015). Are There Sex Differences in Knee Cartilage Composition and Walking Mechanics in
Healthy and Osteoarthritis Populations?. Clinical Orthopaedics and Related Research, 473(8),
2548-2558.

Landry, S. C., McKean, K. A., Hubley-Kozey, C. L., Stanish, W. D., & Deluzio, K. J. (2007).
Knee biomechanics of moderate OA patients measured during gait at a self-selected and fast
walking speed. Journal of Biomechanics, 40(8), 1754-1761.

Lane, N. E., Schnitzer, T. J., Birbara, C. A., Mokhtarani, M., Shelton, D. L., Smith, M. D., &
Brown, M. T. (2010). Tanezumab for the treatment of pain from osteoarthritis of the knee. New
England Journal of Medicine, 363(16), 1521-1531.

Lapsley, H. M., March, L. M., Tribe, K. L., Cross, M. J., & Brooks, P. M. (2001). Living with
osteoarthritis: patient expenditures, health status, and social impact. Arthritis Care &
Research, 45(3), 301-306.

Lawrence, R. C., Helmick, C. G., Arnett, F. C., Deyo, R. A., Felson, D. T., Giannini, E. H., Wolfe,
F. (1998). Estimates of the prevalence of arthritis and selected musculoskeletal disorders in the
United States. Arthritis & Rheumatism, 41(5), 778-799.

Leardini, G., Salaffi, F., Caporali, R., Canesi, B., Rovati, L., Montanelli, R., & Italian Group for
Study of the Costs of Arthritis. (2004). Direct and indirect costs of osteoarthritis of the knee. Clinical
Experimental Rheumatology, 22(6), 699-706.

League Against Rheumatism.(2015). Eu_eumusc.net_report_final.pdf,
http://www.eular.org/search.cfm. Access date 04 April 2015.

Ledingham, J., Regan, M., Jones, A., & Doherty, M. (1993). Radiographic patterns and associations
of osteoarthritis of the knee in patients referred to hospital. Annals of the Rheumatic Diseases, 52(7),
520-526.

Lelas, J. L., Merriman, G. J., Riley, P. O., & Kerrigan, D. C. (2003). Predicting peak kinematic
and kinetic parameters from gait speed. Gait & posture, 17(2), 106-112.

218



Levinger, P., Menz, H. B., Fotoohabadi, M. R., Feller, J. A., Bartlett, J. R., & Bergman, N. R.
(2010). Foot posture in people with medial compartment knee osteoarthritis. Journal of Foot and
Ankle Research, 3(1), 29.

Lewek, M. D., Rudolph, K. S., & Snyder-Mackler, L. (2004a). Quadriceps femoris muscle
weakness and activation failure in patients with symptomatic knee osteoarthritis. Journal of
Orthopaedic Research, 22(1), 110-115.

Lewek, M. D., Rudolph, K. S., & Snyder-Mackler, L. (2004). Control of frontal plane knee laxity
during gait in patients with medial compartment knee osteoarthritis. Osteoarthritis and Cartilage,
12(9), 745-751.

Lewinson, R. T., Worobets, J. T., & Stefanyshyn, D. J. (2016). Control conditions for footwear
insole and orthotic research. Gait & Posture, 48, 99-105.

Lim, B. W., Hinman, R. S., Wrigley, T. V., Sharma, L., & Bennell, K. L. (2008). Does knee
malalignment mediate the effects of quadriceps strengthening on knee adduction moment, pain,
and function in medial knee osteoarthritis? A randomized controlled trial. Arthritis Care &
Research, 59(7), 943-951.

Lin, D., Lin, C., Lin, Y., & Jan, M. (2009). Efficacy of two non-weight-bearing interventions,
proprioception training versus strength training, for patients with knee osteoarthritis: a randomized
clinical trial. The Journal of Orthopaedic and Sports Physical Therapy, 39(6), 450-457.

Lin, W., Alizai, H., Joseph, G. B., Srikhum, W., Nevitt, M. C., Lynch, J. A., & Link, T. M. (2013).
Physical activity in relation to knee cartilage T2 progression measured with 3 T MRI over a period
of 4 years: data from the Osteoarthritis Initiative. Osteoarthritis and Cartilage, 21(10), 1558-1566.

Liu, A., Kendzerska, T., Stanaitis, I., & Hawker, G. (2014). The relationship between knee pain
characteristics and symptom state acceptability in people with knee osteoarthritis. Osteoarthritis
and Cartilage, 22(2), 178-183.

Lix, L. M., Keselman, J. C. & Keselman, H. (1996). Consequences of assumption violations
revisited: A quantitative review of alternatives to the one-way analysis of variance f test. Review of
Educational Research, 66(4), 579-619.

Lonner, J. H. (2009). Indications for unicompartmental knee arthroplasty and rationale for robotic
arm-assisted technology. American Journal of Orthopaedics, 38(2), 3-6.

219



Lohmander, L. S., Ostenberg, A., Englund, M., & Roos, H. (2004). High prevalence of knee
osteoarthritis, pain, and functional limitations in female soccer players twelve years after anterior
cruciate ligament injury. Arthritis & Rheumatism, 50(10), 3145-3152.

Lyden, K., Kozey-Keadle, S. L., Staudenmayer, J. W., & Freedson, P. S. (2012). Validity of two
wearable monitors to estimate breaks from sedentary time. Medicine and Science in Sports and
Exercise, 44(11), 2243.

MacLean, C. H., Knight, K., Paulus, H., Brook, R. H., & Shekelle, P. G. (1998). Costs attributable
to osteoarthritis. The Journal of Rheumatology, 25(11), 2213-2218.

MacGregor, A. J., Antoniades, L., Matson, M., Andrew, T., & Spector, T. D. (2000). The genetic
contribution to radiographic hip osteoarthritis in women. Arthritis Rheumatology, 43(11), 2410-
2416.

Maddocks, M., Johnson, C.D., Wilson, R.H., Fearon, K.C., Wilcock, A. (2010). Physical activity
level as an outcome measure for use in cancer cachexia trials: a feasibility study. Supportive Care
Cancer, 18(12), 1539-44.

Maly, M. R., Culham, E. G., & Costigan, P. A. (2002). Static and dynamic biomechanics of foot
orthoses in people with medial compartment knee osteoarthritis. Clinical Biomechanics, 17(8),
603-610.

Maly, M. R. (2008). Abnormal and cumulative loading in knee osteoarthritis. Current Opinion in
Rheumatology, 20(5), 547-552.

Maly, M. R., Robbins, S. M., Stratford, P. W., Birmingham, T. B., & Callaghan, J. P. (2013).
Cumulative knee adductor load distinguishes between healthy and osteoarthritic knees—A proof of
principle study. Gait & posture, 37(3), 397-401.

Malvankar, S., Khan, W. S., Mahapatra, A., & Dowd, G. S. (2012). Suppl 3: How Effective are
Lateral Wedge Orthotics in Treating Medial Compartment Osteoarthritis of the Knee? A
Systematic Review of the Recent Literature. The Open Orthopaedics Journal, 6, 544.

Mancuso, C. A., Ranawat, C. S., Esdaile, J. M., Johanson, N. A., & Charlson, M. E. (1996).
Indications for total hip and total knee arthroplasties: results of orthopaedic surveys. The Journal
of Arthroplasty, 11(1), 34-46.

220



Mankin, H. J., Johnson, M. E., & Lippiello, L. (1981). Biochemical and metabolic abnormalities in
articular cartilage from osteoarthritic human hips. I111. Distribution and metabolism of amino sugar-
containing macromolecules. The Journal of Bone and Joint Surgery. American, 63(1), 131.

Martin, K. A., Rejeski, W. J., Miller, M. E., James, M. K., Ettinger, W. H., & Messier, S. P.
(1999). Validation of the PASE in older adults with knee pain and physical disability. Medicine
and Science in Sports and Exercise, 31(5), 627-633.

Mathie, M. J., Coster, A. C., Lovell, N. H., & Celler, B. G. (2004). Accelerometry: providing an
integrated, practical method for long-term, ambulatory monitoring of human movement.
Physiological measurement, 25(2), R1-R20.

McAlindon, T.E., Cooper, C., Kirwan, J.R., Dieppe, P.A. (1992). Knee pain and disability in the
community. Br Journal Rheumatology, 31, 189-92.

MCcARDLE, W. D., Katch, F. I., Pechar, G. S., Jacobson, L. O. N. I., & Ruck, S. (1972). Reliability
and interrelationships between maximal oxygen intake, physical work capacity and step-test scores
in college women. Medicine and science in sports, 4(4), 182-186.

McCarthy, C. J., & Oldham, J. A. (2004). The reliability, validity and responsiveness of an
aggregated locomotor function (ALF) score in patients with osteoarthritis of the knee.
Rheumatology, 43(4), 514-517.

McGinley, J. L., Baker, R., Wolfe, R., & Morris, M. E. (2009). The reliability of three-dimensional
kinematic gait measurements: a systematic review. Gait & posture, 29(3), 360-369.

Messier, S. P., Loeser, R. F., Hoover, J. L., Semble, E. L., & Wise, C. M. (1992). Osteoarthritis of
the knee: effects on gait, strength, and flexibility. Archives Physical Medicine Rehabilitation, 73(1),
29-36.

Mercer, V. S., Freburger, J. K., Chang, S. H., & Purser, J. L. (2009). Step test scores are related to
measures of activity and participation in the first 6 months after stroke. Physical Therapy, 89(10),
1061-1071.

Moreland, J. R., Bassett, L. W., & Hanker, G. J. (1987). Radiographic analysis of the axial
alignment of the lower extremity. The Journal of Bone & Joint Surgery, 69(5), 745-749.

221



Moreton, B. J., Wheeler, M., Walsh, D. A., & Lincoln, N. B. (2012). Rasch analysis of the
intermittent and constant osteoarthritis pain (ICOAP) scale. Osteoarthritis and Cartilage, 20(10),
1109-1115.

Miller, R., Brown, W., & Tudor-Locke, C. (2006). What about Swimming and Cycling? How to"
Count" Non-Ambulatory Activity When Using Pedometers to Assess Physical Activity. Journal of
Physical Activity & Health, 3(3), 257-266.

Miller, R. H., Edwards, W. B., & Deluzio, K. J. (2015). Energy expended and knee joint load
accumulated when walking, running, or standing for the same amount of time. Gait & posture,
41(1), 326-328.

Maillefert, J. F., Hudry, C., Baron, G., Kieffert, P., Bourgeois, P., Lechevalier, D., & Dougados,
M. (2001). Laterally elevated wedged insoles in the treatment of medial knee osteoarthritis: a
prospective randomized controlled study. Osteoarthritis and Cartilage, 9(8), 738-745.

Mitsui, T., Shimaoka, K., Tsuzuku, S., Kajioka, T., & Sakakibara, H. (2008). Pedometer-
determined physical activity and indicators of health in Japanese adults. Journal of Physiological
Anthropology, 27(4), 179-184.

Miyazaki, T., Wada, M., Kawahara, H., Sato, M., Baba, H., & Shimada, S. (2002). Dynamic load
at baseline can predict radiographic disease progression in medial compartment knee osteoarthritis.
Annals of the Rheumatic Diseases, 61(7), 617-622.

Muir, S. W., Berg, K., Chesworth, B., Klar, N., & Speechley, M. (2010). Quantifying the magnitude
of risk for balance impairment on falls in community-dwelling older adults: a systematic review and
meta-analysis. Journal of Clinical Epidemiology, 63(4), 389-406.

Miindermann, A., Dyrby, C. O., Hurwitz, D., Sharma, L., & Andriacchi, T. P. (2004). Potential
strategies to reduce medial compartment loading in patients with knee osteoarthritis of varying
severity: reduced walking speed. Arthritis & Rheumatism, 50(4), 1172-1178.

Mindermann, A., Dyrby, C. O., & Andriacchi, T. P. (2005). Secondary gait changes in patients
with medial compartment knee osteoarthritis: increased load at the ankle, knee, and hip during
walking. Arthritis & Rheumatism, 52(9), 2835-2844.

Mindermann, A., Asay, J. L., Mundermann, L., & Andriacchi, T. P. (2008). Implications of
increased medio-lateral trunk sway for ambulatory mechanics. Journal of Biomechanics, 41(1),
165-170.

222



Munro, A. G., & Herrington, L. C. (2010). Between-session reliability of the star excursion
balance test. Physical Therapy in Sport, 11(4), 128-132.

Murphy, S. L. (2009). Review of physical activity measurement using accelerometers in older
adults: considerations for research design and conduct. Preventive Medicine, 48(2), 108-114.

National Collaborating Centre for Chronic Conditions (Great Britain), National Institute for Clinical
Excellence (Great Britain), & Royal College of Physicians of London. (2008). Osteoarthritis:
national clinical guidelines for care and management in adults. Royal College of Physicians.

Nelson, M. E., Rejeski, W. J., Blair, S. N. (2007). Physical activity and public health in older adults:
recommendation from the American College of Sports Medicine and the American Heart
Association. Medicine & Science Sports Exercise, 39(8), 1435-1445.

Neogi, T., Felson, D., Niu, J., Nevitt, M., Lewis, C. E., Aliabadi, P., & Zhang, Y. (2009).
Association between radiographic features of knee osteoarthritis and pain: results from two cohort
studies. British Medical Journal, 339, b2844

Nester, C., Van der Linden, M., Bowker, P. (2003): Effect of foot orthoses on the kinematics and
kinetics of normal walking gait. Gait & Posture, 17(2), 180-187.

Nevitt, M. C., & Felson, D. T. (1996). Sex hormones and the risk of osteoarthritis in women:
epidemiological evidence. Annals of the Rheumatic Diseases, 55(9), 673.

NICE (2008).0steoarthritis.(NewUpdate) .[Online] available at:
http://guidance.nice.org.uk/CG177/NICEGuidance/pdf/English [Accessed 12 April 2014].

Novacheck, T. F. (1998). The biomechanics of running. Gait & posture, 7(1), 77-95.

Olmsted, L. C., Carcia, C. R., Hertel, J., & Shultz, S. J. (2002). Efficacy of the Star Excursion
Balance Tests in detecting reach deficits in subjects with chronic ankle instability. Journal of
Athletic Training, 37(4), 501.

Olney, S. J., & Richards, C. (1996). Hemiparetic gait following stroke. Part I: Characteristics. Gait
& Posture, 4(2), 136-148.

223



Oliveria, S. A., Felson, D. T., Reed, J. I, Cirillo, P. A., & Walker, A. M. (1995). Incidence of
symptomatic hand, hip, and knee osteoarthritis among patients in a health maintenance
organization. Arthritis & Rheumatism, 38(8), 1134-1141.

Ogata, K., Yasunaga, M., & Nomiyama, H. (1997). The effect of wedged insoles on the thrust of
osteoarthritic knees. International Orthopaedics, 21(5), 308-312.

O’Reilly, S. C., Jones, A., Muir, K. R., & Doherty, M. (1998). Quadriceps weakness in knee
osteoarthritis: the effect on pain and disability. Annals of the Rheumatic Diseases, 57(10), 588-
594.

Oztuna, D., Elhan, A. H., & Tliccar, E. (2006). Investigation of Four Different Normality Tests in
Terms of Type 1 Error Rate and Power under Different Distributions. Turkish Journal of Medical
Sciences, 36(3), 171-176.

Parkes, M., Maricar, N., Lunt, M., LaValley M., Jones, R., Segal N., Takahashi-Narita, K. Felson,D.
(2013). Lateral Wedge Insoles as a Conservative Treatment for Pain in Patients With Medial Knee
OsteoarthritisA Meta-analysis. Journal of the American Medical Association, 310(7), 722-730.

Parfitt, A. M., Gallagher, J. C., Heaney, R. P., Johnston, C. C., Neer, R., & Whedon, G. D. (1982).
Vitamin D and bone health in the elderly. The American Journal of Clinical Nutrition, 36(5),
1014-1031.

Pardczai, R., & Kocsis, L. (2006). Analysis of human walking and running parameters as a
function of speed. Technology and Health Care, 14(4), 251-260.

Paterson, D. H., & Warburton, D. E. (2010). Physical activity and functional limitations in older
adults: a systematic review related to Canada's Physical Activity Guidelines. International Journal
of Behavioural Nutrition and Physical Activity, 7(1), 38.

Payne, K. A., Didiano, D. M., & Chu, C. R. (2010). Donor sex and age influence the chondrogenic
potential of human femoral bone marrow stem cells. Osteoarthritis and Cartilage, 18(5), 705-713.

Pazit, L., Hylton, M., Mohammad, F., John, B. & Neil, B. 2010. Foot posture in people with
medial compartment knee osteoarthritis. Journal of Foot and Ankle Research, 3(1), 29.

Peat, G., McCarney, R., Croft, P. (2001). Knee pain and osteoarthritis in older adults: a review of
community burden and current use of primary health care. Annals of the rheumatic diseases,
60(2), 91-97.

224



Pedersen, B. K., & Saltin, B. (2006). Evidence for prescribing exercise as therapy in chronic
disease. Scandinavian Journal of Medicine & Science in Sports, 16(1), 3-63.

Perry, J., & Davids, J. R. (1992). Gait analysis: normal and pathological function. Journal of
Pediatric Orthopaedics, 12(6), 815.

Pham, T., Maillefert, J. F., Hudry, C., Kieffert, P., Bourgeois, P., Lechevalier, D., & Dougados, M.
(2004). Laterally elevated wedged insoles in the treatment of medial knee osteoarthritis: a two-
year prospective randomized controlled study. Osteoarthritis and Cartilage, 12(1), 46-55.

Plisky, P. J., Rauh, M. J., Kaminski, T. W., & Underwood, F. B. (2006). Star Excursion Balance
Test as a predictor of lower extremity injury in high school basketball players. Journal of
Orthopaedic & Sports Physical Therapy, 36(12), 911-919.

Plisky, P. J., Gorman, P. P., Butler, R. J., Kiesel, K. B., Underwood, F. B., & Elkins, B. (2009).
The reliability of an instrumented device for measuring components of the star excursion balance
test. North American Journal of Sports Physical Therapy: NAJSPT, 4(2), 92.

Pollo, F. E. (1998). Bracing and Heel Wedging for Unicompartmental Osteoarthritis of the Knee.
American Journal of Knee Surgery, 11(1), 47-50.

Pollo, F. E., Otis, J. C., Backus, S. I., Warren, R. F., & Wickiewicz, T. L. (2002). Reduction of
medial compartment loads with valgus bracing of the osteoarthritic knee. The American Journal of
Sports Medicine, 30(3), 414-421.

Prodromos, C., Andriacchi, P., Galante, O. (1985). A relationship between gait and clinical
changes following high tibial osteotomy. The Journal of Bone & Joint Surgery, 67(8), 1188-1194

Pujari, A. & Alton, N.S., (2010). The Healthy Knees Book: A Guide to Whole Healing for
Outdoor Enthusiasts and Other Active People. Skipstone.

@iestad, B., Quinn, E., White, D., Nevitt, M., Segal, N., Lewis, C., & Felson, D. (2014). Physical
activity and structural worsening of knee osteoarthritis. Prospective data from the multicenter
osteoarthritis study. Osteoarthritis and Cartilage, 22, S20-S21.

Radin, E. L., Burr, D. B., Caterson, B., Fyhrie, D., Brown, T. D., & Boyd, R. (1991). Mechanical
determinants of osteoarthrosis. In Seminars in Arthritis and Rheumatism, 21(3), 12-21.

225



Raczkiewicz, A., Kisiel, B., Kulig, M., & Tlustochowicz, W. (2015). Vitamin D Status and Its
Association with Quality of Life, Physical Activity, and Disease Activity in Rheumatoid Arthritis
Patients. JCR: Journal of Clinical Rheumatology, 21(3), 126-130.

Radebold, A., Cholewicki, J., Panjabi, M. M., & Patel, T. C. (2000). Muscle response pattern to
sudden trunk loading in healthy individuals and in patients with chronic low back pain. Spine,
25(8), 947-954.

Radin, E., Paul, I., & Rose, R. (1972). Role of mechanical factors in pathogenesis of primary
osteoarthritis. The Lancet, 299(7749), 519-522.

Radin, E. L., Parker, H. G., Pugh, J. W., Steinberg, R. S., Paul, I. L., & Rose, R. M. (1973).
Response of joints to impact loading—II11: Relationship between trabecular micro-fractures and
cartilage degeneration. Journal of Biomechanics, 6(1), 51-57.

Radzimski, A. O., Miindermann, A., & Sole, G. (2012). Effect of footwear on the external knee
adduction moment—A systematic review. The Knee, 19(3), 163-175.

Rakel, B. A., Blodgett, N. P., Zimmerman, M. B., Logsden-Sackett, N., Clark, C., Noiseux, N.,&
Sluka, K. A. (2012). Predictors of postoperative movement and resting pain following total knee
replacement. Pain, 153(11), 2192-2203.

Raynauld, J. P., Pelletier, J. P., Roubille, C., Dorais, M., Abram, F., Li, W., & Martel-Pelletier, J.
(2015). Vastus medialis muscle fat content as assessed by MRI is a risk factor for knee
osteoarthritis progression: Relevance from a clinical trial. Arthritis Care & Research, 26, 144-145,

Reeves, N. D., & Bowling, F. L. (2011). Conservative biomechanical strategies for knee
osteoarthritis. Nature Reviews Rheumatology, 7(2), 113-122.

Resnick, B., Nahm, E.S., Orwig, D., Zimmerman, S.S., & Magaziner, J. (2001). Measurement of
activity in older adults: Reliability and validity of the Step Activity Monitor. Journal of Nursing
Measurement, 9(3), 275-290.

Richards, J. D., Sanchez-Ballester, J., Jones, R. K., Darke, N., & Livingstone, B. N. (2005). A
comparison of knee braces during walking for the treatment of osteoarthritis of the medial
compartment of the knee. Journal of Bone & Joint Surgery, British Volume, 87(7), 937-9309.

226



Richardson, C. R., Newton, T. L., Abraham, J. J., Sen, A., Jimbo, M., & Swartz, A. M. (2008). A
meta-analysis of pedometer-based walking interventions and weight loss. The Annals of Family
Medicine, 6(1), 69-77.

Richette P, Corvol M, Bardin T. (2003).Estrogens, cartilage, and osteoarthritis. Joint Bone Spine,
70(2), 257-262.

Riegger-Krugh, C., & Keysor, J. J. (1996). Skeletal malalignments of the lower quarter: correlated
and compensatory motions and postures. Journal of Orthopaedic & Sports Physical Therapy,
23(2), 164-170.

Robbins, S. M., Birmingham, T. B., Jones, G. R., Callaghan, J. P., & Maly, M. R. (2009).
Developing an estimate of daily cumulative loading for the knee: Examining test-retest reliability.
Gait & posture, 30(4), 497-501.

Robinson, R. H., & Gribble, P. A. (2008 a). Support for a reduction in the number of trials needed
for the Star Excursion Balance Test. Archives of Physical Medicine and Rehabilitation, 89(2), 364-
370.

Robinson, R., & Gribble, P. (2008b). Kinematic predictors of performance on the Star Excursion
Balance Test. Journal of Sport Rehabilitation, 17(4), 347-357.

Robon, M. J., Perell, K. L., Fang, M., & Guererro, E. (2000). The relationship between ankle
plantar flexor muscle moments and knee compressive forces in subjects with and without pain.
Clinical Biomechanics, 15(7), 522-527.

Rogers, M. W., & Mille, M. L. (2003). Lateral stability and falls in older people. Exercise and
sport sciences reviews, 31(4), 182-187.

Roos EM, Roos HP and Lohmander LS. (1999); WOMAC Osteoarthritis Index--additional
dimensions for use in subjects with posttraumatic osteoarthritis of the knee. Western Ontario and
MacMaster Universities. Osteoarthritis & Cartilage, 7(2), 216-221.

Roos, E. M., & Lohmander, L. S. (2003). The Knee injury and Osteoarthritis Outcome Score
(KOQOS): from joint injury to osteoarthritis. Health and quality of life outcomes, 1(1), 64.

Rosemann, T., Joos, S., Szecsenyi, J., Laux, G., & Wensing, M. (2007). Health service utilization
patterns of primary care patients with osteoarthritis. BMC health services research, 7(1), 169.

227



Rowlands, A. V., & Eston, R. G. (2007). The measurement and interpretation of children’s
physical activity. Journal of Sports Science & Medicine, 6(3), 270-276.

Rudolph, K. S., Schmitt, L. C., & Lewek, M. D. (2007). Age-related changes in strength, joint
laxity, and walking patterns: are they related to knee osteoarthritis? Physical therapy, 87(11),
1422-1432.

Ryan, C. G., Grant, P. M., Tighe, W. W., & Granat, M. H. (2006). The validity and reliability of a
novel activity monitor as a measure of walking. British Journal of Sports Medicine, 40(9), 779-
784.

Salaffi, F., Carotti, M., Stancati, A., & Grassi, W. (2005). Health-related quality of life in older
adults with symptomatic hip and knee osteoarthritis: a comparison with matched healthy
controls. Aging clinical and experimental research, 17(4), 255-263.

Sangha, O. (2000). Epidemiology of rheumatic diseases. Rheumatology, 39(l 2), 3-12.

Sasaki T., Yasuda K. (1986). Clinical evaluation of the treatment of osteoarthritic knees using a
newly designed wedged insole. Clinical Orthopaedics and Related Research, 221, 181-187.

Schipplein, O. D., & Andriacchi, T. P. (1991). Interaction between active and passive knee
stabilizers during level walking. Journal of Orthopaedic Research, 9(1), 113-119.

Schmalz, T., Blumentritt, S., Drewitz, H., & Freslier, M. (2006). The influence of sole wedges on
frontal plane knee kinetics, in isolation and in combination with representative rigid and semi-rigid
ankle—foot-orthoses. Clinical Biomechanics, 21(6), 631-639

Schwartz, M. H., Trost, J. P., & Wervey, R. A. (2004). Measurement and management of errors in
quantitative gait data. Gait & posture, 20(2), 196-203.

Schmitt, L. C., & Rudolph, K. S. (2007). Influences on knee movement strategies during walking
in persons with medial knee osteoarthritis. Arthritis Care & Research, 57(6), 1018-1026.

Schneider, E., & Chao, E. Y. (1983). Fourier analysis of ground reaction forces in normals and
patients with knee joint disease. Journal of Biomechanics, 16(8), 591-601.

228



Schnitzer, T. J., Popovich, J. M., Andersson, G. B., & Andriacchi, T. P. (1993). Effect of
piroxicam on gait in patients with osteoarthritis of the knee. Arthritis & Rheumatism, 36(9), 1207-
1213.

Scott, D., & Kowalczyk, A. (2007). Osteoarthritis of the knee. BMJ Clinical Evidence, 12, 1121.

Semanik, P. A., Lee, J.,, Song, J., Chang, R. W., Sohn, M. W., Ehrlich-Jones, L. S., ... & Dunlop,
D. D. (2015). Accelerometer-monitored sedentary behavior and observed physical function
loss. American Journal of Public Health, 105(3), 560-566.

Seefeldt, V., Malina, R. M., & Clark, M. A. (2002). Factors affecting levels of physical activity in
adults. Sports Medicine, 32(3), 143-168.

Segal, N. A., Glass, N. A., Torner, J., Yang, M., Felson, D. T., Sharma, L., & Lewis, C. E. (2010).
Quadriceps weakness predicts risk for knee joint space narrowing in women in the MOST
cohort. Osteoarthritis and Cartilage, 18(6), 769-775.

Sharma, L., Hurwitz, D. E., Thonar, E. J., Sum, J. A., Lenz, M. E., Dunlop, D. D., & Andriacchi,
T. P. (1998). Knee adduction moment, serum hyaluronan level, and disease severity in medial
tibiofemoral osteoarthritis. Arthritis & Rheumatism, 41(7), 1233-1240.

Sharma, L., Hayes, K. W., Felson, D. T., Buchanan, T. S., Kirwan-Mellis, G., Lou, C., & Dunlop,
D. D. (1999a). Does laxity alter the relationship between strength and physical function in knee
osteoarthritis?. Arthritis & Rheumatism, 42(1), 25-32.

Sharma, L., Lou, C., Felson, D. T., Dunlop, D. D., Kirwan-Mellis, G., Hayes, K. W., & Buchanan,
T. S. (1999b). Laxity in healthy and osteoarthritic knees. Arthritis & Rheumatism, 42(5), 861-870.

Sharma, L., Song, J., Felson, D. T., Cahue, S., Shamiyeh, E., & Dunlop, D. D. (2001). The role of
knee alignment in disease progression and functional decline in knee osteoarthritis. Jama, 286(2),
188-195.

Sharma, L., Dunlop, D. D., Cahue, S., Song, J., & Hayes, K.W. (2003a). Quadriceps strength and
osteoarthritis progression in malaligned and lax knees. Annals of Internal Medicine, 138(8), 613-
619.

Sharma, L., Cahue, S., Song, J., Hayes, K., Pai, Y. C., & Dunlop, D. (2003b). Physical functioning
over three years in knee osteoarthritis: role of psychosocial, local mechanical, and neuromuscular
factors. Arthritis & Rheumatism, 48(12), 3359-3370.

229



Sharma, L. (2004). The role of proprioceptive deficits, ligamentous laxity, and malalignment in
development and progression of knee osteoarthritis. The Journal of Rheumatology, Supplement,
87-92.

Sharma, L., Kapoor, D., & Issa, S. (2006). Epidemiology of osteoarthritis: an update. Current
Opinion in Rheumatology, 18(2), 147-156.

Sharma, L., Eckstein, F., Song, J., Guermazi, A., Prasad, P., Kapoor, D., & Dunlop, D. (2008).
Relationship of meniscal damage, meniscal extrusion, malalignment, and joint laxity to subsequent
cartilage loss in osteoarthritic knees. Arthritis & Rheumatism, 58(6), 1716-1726.

Shelburne, K. B., Torry, M. R., & Pandy, M. G. (2006). Contributions of muscles, ligaments, and
the ground-reaction force to tibiofemoral joint loading during normal gait. Journal of Orthopaedic
Research, 24(10), 1983-1990.

Shelburne, K. B., Torry, M. R., Steadman, J. R., & Pandy, M. G. (2008). Effects of foot orthoses
and valgus bracing on the knee adduction moment and medial joint load during gait. Clinical
Biomechanics, 23(6), 814-821.

Shephard, R. J. (2003). Limits to the measurement of habitual physical activity by questionnaires.
British Journal of Sports Medicine, 37(3), 197-206.

Shunsuke, Y., Shinichi, D., Sohee, S., & Masanobu, U. (2012). Reliability of a new rapid step test
for older women and its relationship with fall risk and leg muscle function. Health, 2012.

Shumway-Cook, A., Baldwin, M., Polissar, N. L., & Gruber, W. (1997). Predicting the probability
for falls in community-dwelling older adults. Physical Therapy, 77(8), 812-819.

Shumway-Cook, A., Brauer, S., & Woollacott, M. (2000). Predicting the probability for falls in
community-dwelling older adults using the Timed Up & Go Test. Physical Therapy, 80(9), 896-
903.

Silman, A., and Hochberg, M. (2001). Epidemiology of the rheumatic diseases. 2nd edition,
Oxford: Oxford University Press.

Skou, S. T., Roos, E. M., Laursen, M. B., Rathleff, M. S., Arendt-Nielsen, L., Simonsen, O., &
Rasmussen, S. (2015). A randomized, controlled trial of total knee replacement. New England
Journal of Medicine, 373(17), 1597-1606.

230



Sled, E. A., Khoja, L., Deluzio, K. J., Olney, S. J., & Culham, E. G. (2010). Effect of a home
program of hip abductor exercises on knee joint loading, strength, function, and pain in people
with knee osteoarthritis: a clinical trial. Physical Therapy, 90(6), 895-904.

Slemenda, C. W. (1992). The epidemiology of osteoarthritis of the knee. Current opinion in
rheumatology, 4(4), 546-551.

Slemenda, C., Brandt, K. D., Heilman, D. K., Mazzuca, S., Braunstein, E. M., Katz, B. P., &
Wolinsky, F. D. (1997). Quadriceps weakness and osteoarthritis of the knee. Annals of Internal
Medicine, 127(2), 97-104.

Slemenda, C., Heilman, D. K., Brandt, K. D., Katz, B. P., Mazzuca, S. A., Braunstein, E. M., &
Byrd, D. (1998). Reduced quadriceps strength relative to body weight: a risk factor for knee
osteoarthritis in women?. Arthritis & Rheumatism, 41(11), 1951-1959.

Spector, T. D., Cicuttini, F., Baker, J., Loughlin, J., & Hart, D. (1996). Genetic influences on
osteoarthritis in women: a twin study. BMJ, 312(7036), 940-943.

Spector, T. D., & MacGregor, A. J. (2004). Risk factors for osteoarthritis: genetics. Osteoarthritis
and Cartilage, 12, 39-44.

Skinner, H. B., Barrack, R. L., & Cook, S. D. (1984). Age-related decline in proprioception. Clinical
orthopaedics and related research, 184, 208-211.

Squyer, E., Stamper, D., Hamilton, D., Sabin, J., & Leopold, S.(2013). Unloader knee braces for
osteoarthritis: do patients actually wear them?. Clinical Orthopaedics and Related
Research, 471(6), 1982-1991.

Srikanth, V., Fryer, J., Zhai, G., Winzenberg, T., Hosmer, D. & Jones G. (2005). A metaanalysis
of sex differences prevalence, incidence and severity of osteoarthritis, Osteoarthritis and
Cartilage, 13 (9): 769-781.

Stalenhoef, P. A., Diederiks, J. P., Knottnerus, J. A., Kester, A. D., Crebolder, H. F. (2002). A risk
model for the prediction of recurrent falls in community-dwelling elderly: a prospective cohort
study. Journal of Clinical Epidemiology, 55(11), 1088-1094.

231



Stehling, C., Luke, A., Stahl, R., Baum, T., Joseph, G., Pan, J., & Link, T. M. (2011). Meniscal
T1rho and T2 measured with 3.0 T MRI increases directly after running a marathon. Skeletal
Radiology, 40(6), 725-735.

Stepien, J. M., Cavenett, S., Taylor, L., & Crotty, M. (2007). Activity levels among lower-limb
amputees: self-report versus step activity monitor. Archives of Physical Medicine and
Rehabilitation, 88(7), 896-900.

Stevens, K. N., Lang, I. A., Guralnik, J. M., & Melzer, D. (2008). Epidemiology of balance and
dizziness in a national population: findings from the English Longitudinal Study of Ageing. Age
and Ageing, 37(3), 300-305.

Steultjens, M. P. M., Dekker, J., & Bijlsma, J. W. J. (2002). Avoidance of activity and disability in
patients with osteoarthritis of the knee: the mediating role of muscle strength. Arthritis &
Rheumatism, 46(7), 1784-1788.

Sum, J., Hurwitz, D., Janik, R., Dressander, J., Aanriacchi, T., Schnitzer, T. & Andersson, G.
(1997). The impact of osteoarthritic knee pain on dynamic loads during gait. Gait and Posture, 5,
173.

Sun, H. B. (2010). Mechanical loading, cartilage degradation, and arthritis. Annals of the New
York Academy of Sciences, 1211(1), 37-50.

Suri, P., Morgenroth, D. C., & Hunter, D. J. (2012). Epidemiology of osteoarthritis and associated
comorbidities. PM&R, 4(5), S10-S19.

Swartz AM, Bassett Jr DR, Moore JB. (2003).Effects of body mass index on the accuracy of an
electronic pedometer. International Journal of Sports Medicine, 24(8): 588-92.

Tanamas, S., Hanna, F. S., Cicuttini, F. M., Wluka, A. E., Berry, P., & Urquhart, D. M. (2009).
Does knee malalignment increase the risk of development and progression of knee osteoarthritis?
A systematic review. Arthritis Care & Research, 61(4), 459-467.

Taraldsen, K., Chastin, S. F., Riphagen, I. I., Vereijken, B., & Helbostad, J. L. (2012). Physical
activity monitoring by use of accelerometer-based body-worn sensors in older adults: a systematic
literature review of current knowledge and applications. Maturitas, 71(1), 13-19.

Thibaud, M., Bloch, F., Tournoux-Facon, C., Breque, C., Rigaud, A. S., Dugué, B., & Kemoun, G.
(2012). Impact of physical activity and sedentary behaviour on fall risks in older people: a

232



systematic review and meta-analysis of observational studies. European Review of Aging and
Physical Activity, 9(1), 5-15.

Thompson, J. L., Allen, P., Cunningham-Sabo, L., Yazzie, D. A., Curtis, M., & Davis, S. M.
(2002). Environmental, policy, and cultural factors related to physical activity in sedentary
American Indian women. Women & Health, 36(2), 57-72.

Thorp, L. E., Sumner, D. R., Block, J. A., Moisio, K. C., Shott, S., & Wimmer, M. A. (2006).
Knee joint loading differs in individuals with mild compared with moderate medial knee
osteoarthritis. Arthritis & Rheumatism, 54(12), 3842-3849.

Thorp, L. E., Sumner, D. R., Block, J. A., Moisio, K. C., Shott, S., & Wimmer, M. A. (2006).
Knee joint loading differs in individuals with mild compared with moderate medial knee
osteoarthritis. Arthritis & Rheumatism, 54(12), 3842-3849.

Thorp, L. E., Sumner, D. R., Wimmer, M. A., & Block, J. A. (2007). Relationship between pain
and medial knee joint loading in mild radiographic knee osteoarthritis. Arthritis Care & Research,
57(7), 1254-1260.

Thomas, J. R., Nelson, J. K., & Silverman, S. J. (2010). Research methods in physical activity.
Human Kinetics.

Toda, Y., Segal, N., Kato, A. (2001). Effect of novel insole on the subtalar joint of patients with
medial compartment osteoarthritis of the knee. Journal of Rheumatology, 28(12), 2701-2710.

Toda Y., Tsukimura N. (2008): Influence of concomitant heeled footwear when wearing a lateral
wedged insole for medial compartment osteoarthritis of the knee. Osteoarthritis & Cartilage,
16(2), 244-53.

Tonelli, S. M., Rakel, B. A., Cooper, N. A., Angstom, W. L., & Sluka, K. A. (2011). Women with
knee osteoarthritis have more pain and poorer function than men, but similar physical activity prior
to total knee replacement. Biology of Sex Differences, 2(1), 12.

Terwee, C. B., Bouwmeester, W., van Elsland, S. L., de Vet, H. C. W., & Dekker, J. (2011).
Instruments to assess physical activity in patients with osteoarthritis of the hip or knee: a systematic
review of measurement properties. Osteoarthritis and Cartilage, 19(6), 620-633.

233



Tiedemann, A., Shimada, H., Sherrington, C., Murray, S., & Lord, S. (2008). The comparative
ability of eight functional mobility tests for predicting falls in community-dwelling older people.
Age and Ageing, 37(4), 430-435.

Toda Y., Segal N., Kato A., Yamamoto S., Irie M. (2002). Correlation between body composition
and efficacy of lateral wedged insoles for medial compartment osteoarthritis of the knee. Journal
of Rheumatology. 5(29):541-5

Toda, Y., Tsukimura, N., & Segal, N. (2005). An optimal duration of daily wear for an insole with
subtalar strapping in patients with varus deformity osteoarthritis of the knee. Osteoarthritis and
Cartilage, 13(4), 353-360.

Tsushima, H., Morris, M., and McGinley, J. (2003). Test-Retest Reliability and Inter-Tester
Reliability of Kinematic Data from a Three-Dimensional Gait Analysis System. Journal of
the Japanese Physical Therapy Association, 6(1), 9-17.

Trepczynski, A., Kutzner, 1., Bergmann, G., Taylor, W. R., & Heller, M. O. (2014). Modulation of
the relationship between external knee adduction moments and medial joint contact forces across
subjects and activities. Arthritis & Rheumatology, 66(5), 1218-1227.

Tudor-Locke, C. E., & Myers, A. M. (2001a). Methodological considerations for researchers and
practitioners using pedometers to measure physical (ambulatory) activity. Research Quarterly for
Exercise and Sport, 72(1), 1-12.

Tudor-Locke C., Myers A., Rodger N. (2001b). Development of a theory-based daily activity
intervention for individuals with type 2 diabetes. Diabetes Educator, 27 (1), 85-93.

Tudor-Locke C, Bassett DR Jr (2004): How many steps/day are enough? Preliminary pedometer
indices for public health. Sports Medicine, 34(1), 1-8.

Tudor-Locke, C., Hatano, Y., Pangrazi, R. P., & Kang, M. (2008). Revisiting" 'How Many Steps
are Enough?". Medicine and Science in Sports and Exercise, 40(7), S537-S543.

Tudor-Locke, C., Johnson, W. D., & Katzmarzyk, P. T. (2009). Accelerometer-determined steps
per day in US adults. Medicine and science in sports and exercise, 41(7), 1384-1391.

Tudor-Locke, C., Craig, C. L., Brown, W. J., Clemes, S. A., De Cocker, K., Giles-Corti, B., &
Blair, S. N. (2011a). How many steps/day are enough? For adults. International Journal of
Behavioral Nutrition & Physical Activity, 8(1), 79.

234



Tudor-Locke, C., Johnson, W. D., & Katzmarzyk, P. T. (2011b). Relationship between
accelerometer-determined steps/day and other accelerometer outputs in US adults. Journal of
Physical Activity and Health, 8(3), 410-419.

Tudor-Locke, C., Craig, C. L., Aoyagi, Y., Bell, R. C., Croteau, K. A., De Bourdeaudhuij, I.,Blair,
S. N. (2011c). How many steps/day are enough? For older adults and special populations.
International Journal of Behavioral Nutrition & Physical Activity, 8(1), 80.

Van den Berg, M. H., Ronday, H. K., Peeters, A. J., Le Cessie, S., Van Der Giesen, F. J.,
Breedveld, F. C., & Vliet Vlieland, T. P. M. (2006). Using internet technology to deliver a home-
based physical activity intervention for patients with rheumatoid arthritis: A randomized
controlled trial. Arthritis Care & Research, 55(6), 935-945.

Van Damme, S., Crombez, G., & Eccleston, C. (2004). Disengagement from pain: the role of
catastrophic thinking about pain. Pain, 107(1), 70-76.

Van Dijk, G. M., Dekker, J., Veenhof, C., & Van Den Ende, C. H. (2006). Course of functional
status and pain in osteoarthritis of the hip or knee: a systematic review of the literature. Arthritis
Care & Research, 55(5), 779-785.

van Dijk, G. M., Veenhof, C., Schellevis, F., Hulsmans, H., Bakker, J. P., Arwert, H., & Dekker, J.
(2008). Comorbidity, limitations in activities and pain in patients with osteoarthritis of the hip or
knee. BMC Musculoskeletal Disorders, 9(1), 95.

Van Raalij, T. M., Reijman, M., Brouwer, R. W., Bierma-Zeinstra, S. M., & Verhaar, J. A. (2010).
Medial knee osteoarthritis treated by insoles or braces: a randomized trial. Clinical Orthopaedics
and Related Research, 468(7), 1926-1932.

Vanwanseele, B., Eckstein, F., Knecht, H., Stussi, E., & Spaepen, A. (2002). Knee cartilage of
spinal cord—injured patients displays progressive thinning in the absence of normal joint loading
and movement. Arthritis & Rheumatism, 46(8), 2073-2078.

Veenhof, C., Huisman, P. A., Barten, J. A., Takken, T., & Pisters, M. F. (2012). Factors associated
with physical activity in patients with osteoarthritis of the hip or knee: a systematic review.
Osteoarthritis and Cartilage, 20(1), 6-12.

Vincent, K. R., & Vincent, H. K. (2012). Resistance exercise for knee osteoarthritis. Journal of
Injury, Function and Rehabilitation, 4(5), 45-52.

235



Vignon, E., Valat, J., Rossignol, M., Avouac, B., Rozenberg, S., Thoumie, P. (2006). Osteoarthritis
of the knee and hip and activity: a systematic international review and synthesis (OASIS). Joint
Bone Spine, 73(4), 442-55.

Visser, A. W., de Mutsert, R., Bloem, J. L., Reijnierse, M., Kazato, H., le Cessie, S., &
Kloppenburg, M. (2015). Do Knee Osteoarthritis and Fat-Free Mass Interact in Their Impact on
Health-Related Quality of Life in Men? Results From a Population-Based Cohort. Arthritis care &
Research, 67(7), 981-988.

Vaughan, Christopher L., Brian L. Davis, and C. O. Jeremy. "Dynamics of human gait." (1999).

Wada, M., Imura, S., Nagatani, K., Baba, H., Shimada, S., & Sasaki, S. (1998). Relationship
between gait and clinical results after high tibial osteotomy. Clinical Orthopaedics and Related
Research, 354, 180-188.

Waller B., Matti M., Juhani M., Timo R., Tapani ., Miika T, llkka K., Hannu K., Harri S., Joost D.,
Sarianna S., Urho M, Arja H., Ari Heinonen (2013): Effects of a progressive aquatic resistance
exercise program on the biochemical composition and morphology of cartilage in women with mild
knee osteoarthritis: protocol for a randomised controlled trial. BMC Musculoskeletal Disorders,
14(1), 82

Wallis, J. A., Webster, K. E., Levinger, P., & Taylor, N. F. (2013). What proportion of people with
hip and knee osteoarthritis meet physical activity guidelines? A systematic review and meta-
analysis. Osteoarthritis and Cartilage, 21(11), 1648-1659.

Wang, J., Lin, C., Yang, Y., & Ho, Y. (2012). Walking Pattern Classification and Walking Distance
Estimation Algorithms Using Gait Phase Information. Biomedical Engineering, 59(10), 2884-2892.

Ware Jr, J. E., & Gandek, B. (1998). Overview of the SF-36 health survey and the international
quality of life assessment (IQOLA) project. Journal of Clinical Epidemiology, 51(11), 903-912.

Ware Jr, J. (2000). SF-36 health survey update. Spine, 25(24), 3130- 31309.

Washburn, R. A., & MONTOYE, H. J. (1986). The assessment of physical activity by
questionnaire. American Journal of Epidemiology, 123(4), 563-576.

Washburn, R. A., Smith, K. W., Jette, A. M., & Janney, C. A. (1993). The Physical Activity Scale
for the Elderly (PASE): development and evaluation. Journal of Clinical Epidemiology, 46(2),
153-162.

236



Washburn, R. A., & Ficker, J. L. (1999). Physical Activity Scale for the Elderly (PASE): the
relationship with activity measured by a portable accelerometer. Journal of Sports Medicine and
Physical Fitness, 39(4), 336-340.

Welk, G. J., McClain, J. J., Eisenmann, J. C., & Wickel, E. E. (2007). Field validation of the MTI
Actigraph and BodyMedia armband monitor using the IDEEA monitor. Obesity, 15(4), 918-928.

Wegener, L., Kisner, C., & Nichols, D. (1997). Static and dynamic balance responses in persons
with bilateral knee osteoarthritis. Journal of Orthopaedic & Sports Physical Therapy, 25(1), 13-
18.

Woolf, A. D., & Pfleger, B. (2003). Burden of major musculoskeletal conditions. Bulletin of the
World Health Organization, 81(9), 646-656.

Winter, D. A. (1984). Kinematic and kinetic patterns in human gait: variability and compensating
effects. Human Movement Science, 3(1), 51-76.

Winter, D. A., Patla, A. E., & Frank, J. S. (1990). Assessment of balance control in humans.
Medical Progress Technology, 16(1-2), 31-51.

Winter, D. A. (1991). Biomechanics and motor control of human gait: normal, elderly and
pathological. second edition. UW press, Waterloo, Canada.

Winter, D. A. (2009). Biomechanics and motor control of human movement. John Wiley & Sons.

Wise, B. L., Niu, J., Yang, M., Lane, N. E., Harvey, W., Felson, D. T., & Zhang, Y. (2012).
Patterns of compartment involvement in tibiofemoral osteoarthritis in men and women and in
whites and African Americans. Arthritis Care & Research, 64(6), 847-852.

White, D. K., Tudor-Locke, C., Zhang, Y., Fielding, R., LaValley, M., Felson, D. T.,& Neogi, T.
(2014). Daily Walking and the Risk of Incident Functional Limitation in Knee Osteoarthritis: An
Observational Study. Arthritis Care & Research, 66(9), 1328-1336.

White, D. K., Tudor-Locke, C., Felson, D. T., Gross, K. D., Niu, J., Nevitt, M.,& Neogi, T. (2013).
Walking to meet physical activity guidelines in knee osteoarthritis: is 10,000 steps enough?.
Archives of Physical Medicine and Rehabilitation, 94(4), 711-717.

WHO Technical Report Series. (2003).The burden of musculoskeletal conditions at the start of the
new millenium - Report of a WHO Scientific Group, Geneva. World Health Organization, Report
No.: 919.

237



Wright, L. J., Zautra, A. J., & Going, S. (2008). Adaptation to early knee osteoarthritis: the role of
risk, resilience, and disease severity on pain and physical functioning. Annals of Behavioral
Medicine, 36(1), 70.

Yasuda, K., Sasaki T. (1987). The mechanics of treatment of the osteoarthritis knee with a wedged
insole. Clinical Orthopaedics and Related Research. 215, 162-172.

Yasunaga, A., Togo, F., Watanabe, E., Park, H., Shephard, R. J., & Aoyagi, Y. (2006). Yearlong
physical activity and health-related quality of life in older Japanese adults: the Nakanojo
Study. Journal of Aging and Physical Activity, 14(3), 288-301.

Yusuf, E., Bijsterbosch, J., Slaghoom, P. E., Rosendaal, F. R., Huizinga, T. W., & Kloppenburg,
M. (2011). Body mass index and alignment and their interaction as risk factors for progression of
knees with radiographic signs of osteoarthritis. Osteoarthritis and Cartilage, 19(9), 1117-1122.

Zeni, J. A., & Higginson, J. S. (2009). Differences in gait parameters between healthy subjects and
persons with moderate and severe knee osteoarthritis: a result of altered walking speed?. Clinical
Biomechanics, 24(4), 372-378.

Zhang, Y., Xu, L., Nevitt, M. C., Aliabadi, P., Yu, W., Qin, M., & Felson, D. T. (2001). Comparison
of the prevalence of knee osteoarthritis between the elderly Chinese population in Beijing and whites
in the United States: The Beijing Osteoarthritis Study. Arthritis & Rheumatism, 44(9), 2065-2071.

Zhang, W., Moskowitz, R., Nuki, G., Abramson, S., Altman, R., Arden, N., & Tugwell, P. (2008).
OARSI recommendations for the management of hip and knee osteoarthritis, Part 11: OARSI
evidence-based, expert consensus guidelines. Osteoarthritis and Cartilage, 16(2), 137-162.

Zhang, Y., Jordan, J. M. (2010). Epidemiology of osteoarthritis. Clinics in Geriatric Medicine,
26(3),355-69.

Zhang, W., Nuki, G., Moskowitz, R. W., Abramson, S., Altman, R. D., Arden, N. K., & Tugwell,
P. (2010). OARSI recommendations for the management of hip and knee osteoarthritis: part 11:
Changes in evidence following systematic cumulative update of research published through January
2009. Osteoarthritis and Cartilage, 18(4), 476-499.

Zhang, Y., Nevitt, M., Niu, J., Lewis, C., Torner, J., Guermazi, A., & Felson, D. T. (2011).
Fluctuation of knee pain and changes in bone marrow lesions, effusions, and synovitis on magnetic
resonance imaging. Arthritis & Rheumatism, 63(3), 691-699.

238



Appendix 1

University of

Salford

MANCHESTER

19 May 2014

Dear Yasser,

. tion and A
Engagement Ethical Approval Panel

College of Heslth & Soclal Care
AD 101 Allerton Building
University of Salford

ME EFU

T +44(0)161 295 7016
o

ac.uk

www salford.ac.ulk/

RE: ETHICS APPLICATION HSCR14/07 - Test-retest reproducibility of gait and dynamic balance in

subjects with medial knee osteoarthritis (OA)

Based on the information you provided, | am pleased to inform you that application HSCR14/07 has

been approved.

If there are any changes to the project and/ or its methodology, please inform the Panel as soon as

possible.

Yours sincerely,

Rachel Shuttlewortiv

Rachel Shuttleworth
College Support Officer (R&I)
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Appendix 2

University of

Salford

MANCHESTER

4 June 2014

Dear Yasser,

Research, innovation and Academic
Engagement Ethical Approval Panel

College of Health & Soclal Care
AD 101 Allerton Building
University of Salford

M6 6FU

T +44(0)161 295 7016
rshuttieworth@saord. ac.uk

www.salford.ac.uk/

RE: ETHICS APPLICATION HSCR14/24 - The effectiveness of a lateral Wedge insole on

osteoarthritis pain, activity level and joint loading (WPAL study)

Based on the information you have provided, | am pleased to inform you that application HSCR14/24

has been approved.

If there are any changes to the project and/ or its methodology, please inform the Panel as soon as

possible.

Yours sincerely,

Rachel Shuttlewortiv

Rachel Shuttleworth
College Support Officer (R&I)
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Appendix 3

Diary Log

WPAL
STUDY

Thank you
For
your participation and your time
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Participant s Name

Participant’s Code:

Date

MON

TUE

WED

THU

FRI

SAT

SUN
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We would like to thank you for participating in this study,

In order to get information about your daily activities, your pain
symptoms, we would be grateful if you would record daily a few

comments about your experiences.

This information we gain will be kept in the strictest confidence and

only identified by your coding on the front of this booklet.

If you need any information whilst you at home, or have any

further questions, please don't hesitate to contact Yasser Althebaity on
07429433980 any time or Chief Investigator: Prof Richard Jones on
01612952295 (daytime).

Once again many thanks for your participation in this study.

Yasser Althebaity Prof Richard Jones

PhD Student Chief Investigator: Pro Richard Jones BSc (Hons), PgCert, PhD
y.m.althebaity@edu.salford.ac.uk Senior Lecturer in Clinical Biomechanics / Director of the Salford Gait Laboratory
Tel: 07429433980 Research Lead: Knee Biomechanics and Injury

PO42 Brian Blatchford Building, University of Salford, M6 6PU
t (+44) 161 295 2295; f (+ 44) 161 295 2432
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Instructions
I. ActivPAL3 monitor :

e The activPALS3 should be worn continously for 7 days or until
your next visite at University of Salford.

e The activPALS3 should be worn through the day except when
swimming/shower.

e Attach the activPAL3 monitor to you middle thigh, above you
knee (curved end of monitor towards the hip).

e If you need to remove the monitor and re-placed it again or it
starts to become loose, please re-attached with a new stricker.

Il. Insole:

e Before your place your insoles in your shoes, first remove any
existing insoles. This includes any arched supports that come
with the shoe.

e \Wear the insoles as much as possible in the same shoe, if so
not, please remember to transfer the insole and remove any
existing ones from the new pair of shoes.

e The insoles can be worn when you are outside or inside, active
or non-active.

e \Wear your insoles for as long as possible each day.

e Types of shoe can you wear with inoles :

v’ Lace up
v" Shoes with strap support
v" Flat shoes

X Shoes with medium or high heal
X Flip flops
X Shoes which have non removable arched support

e For the next visits, please wear the same shoes as you used
at the first visit
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Please complete all of these questions

Day :
1. How many hours did you use the ActivPal today?

A.0-6(__hours) B.6-12(__ hours) C.12-24(__ hours)

2. Have you done any unusual activity today ? Please state (kind/ duration).

3. Did you remove it today ?
Yes No

4. If yes, please, state the reason (s) and for how many hours ?

5. How do you feel your pain is today ? (0= no pain, 10= severe pain)

| | I
I 1
0 (Please put (X) where you feel your pain 10
No pain Severe pain

6. How comfortable is the insole today?
(O=completely uncomfortable ~ 10=completely comfortable)

| | |

[ [ |

0 10
Uncomfortable Comfortable

7. How many hours did you use the insole for today?

8. Have you taken any medication for your knee today?

Yes No
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Appendix 4

University of

salford

PMAMNCHESTER

Dear Participant;
Thank you for participation in our study and we would like to inform you that the next week will
be the last week to collect your data with insole and monitor device. Therefore, you will find
enclosed the monitor device to be placed on your thigh by following the next steps:

. Stick down the attached adhesive pad (which has two adhesive sides) on the device.

. Then, place and stick down the device on the middle of your anterior thigh just above your
knee joint using the other adhesive side.

. Please use the waterproof sticker provided to attach the monitor to your thigh.

. The orientation and position of the device on your thigh must be accurate (please see the
picture that the image of the person is upright).

. The green light (flashing) must appear at 00:00pm on Monday 00 Jan 2014 (If does not
flashing, please text Mr_Yasser immediately. 07425433980).

N.B. the device has been programmed to start at that time.

. Please keep wearing insole with the device unfil your next visit at the University of Salford
and wear the same shoes.

MN.B the next visit will be on Thu 00 Jan 2014 (0:00-00:00 am)

Figure: Location of the monitor

Sincerely,

Chief Investigator Principal Investigator

Professor Richard Jones Yasser Althebaity
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Appendix 5
Pilot Testing of the protocol

One volunteer with mild medial knee OA was recruited to test the study protocol (male, right knee,
age 53, height 171cm, weight 80kg, body mass index 27.36 kg/m?2). The study stages were explained
and the signed consent form was completed and wore the LWIs for six weeks. The previous protocol
was undertaken with high compliance (mean of wear LWI= 7.5 hours/day, mean of placing of
activPAL3>12 hours/day, completion the diary). The activities, EKAM, CKL, KAAI, SEBT, ALF,
KOOS, and ICOAP are presented in Tables 4-1 and 4-2. The EKAM reduced by using LWI from
0.49 in baseline to 0.45 and 0.38 in week one and week six, respectively. The same effectiveness
was found on KAAI which decreased from 0.149 to 0.132 and 0.103 in week one and siX,
respectively, using LWIs. These reductions associated with decreased knee pain scores, was higher
in week six by 16 points in both scores. However, SEBT improved by using LWI by 6.7cm and

5.3cm in anterior and medial directions, respectively, physical function did not change significantly.

However, stepping time decreased in week one compared to the baseline by 18.8 minutes, overall
upright time increased in the same week (week one). Because the participant spent more time in
standing position (268.97 min) with wearing LWI. standing time, stepping time, and upright time
improved to 363.94, 115.10, and 479.04 minutes, respectively, in week six; however, sedentary time
declined to 1094.27 and 961.01 minutes in week one and six, respectively. Nevertheless, the number
of steps increased in week six to 11833.43 steps/day with LWIs, no improvement in steps has found
in week one (decreased to 7260.57 steps/day). Normalised and non-normalised CKL in walking
were decreased to 0.48 KNm/kg*s and 38.19 KNms in week one and to 0.61 KNm/kg*s and 48.06
KNms in week six, respectively. Compare to the baseline, the normalised and non-normalised CKL
in standing were decreased to 0.33 KNm/kg and 26.32 KNms in week one while in week six they
increased to 1.53 KNm/kg and 120.75 KNms, respectively.

The results show that the activity, pain, dynamic balance, and knee loading during walking improved
in three sessions (Tables 1 and 2). Cumulative loading in standing increased in week six compared
to the baseline. This may have occurred result in pain reduction thereby participant transferred extra
load on the right knee and change his standing style by depending on the right knee more (in week
six compared to the baseline). We assume that the pain reduction has been found because the
participant complained from a little pain at baseline. Even the number of steps decreased in week

one, the spent time in standing and totally upright increased. This reduction in number of steps may
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be explained by the external factors may be played a role in this reduction for example the bad

weather.
When this study was completed, some points have been changed/added;

- Diary, regards (Q1) participants have been asked to be more specific regarding the time (Q1)
How many hours did you use the activPAL today?
Before: A. 0-6 B. 6-12 C.12-14
New: A.0-6(.....hours) B.6-12(.....hours) C. 12-14(.....hours)

- Diary, they found it took a long period of time to complete it from the end of week 1 to
the begging of week 6 (time consuming).
Therefore, the log book has been given to the participants in baseline, week 1, and week 5 (

with monitor only).

- ActivPAL3 monitor, regards week 5
Before: sent the device only
New: the device with instruction sheet will be sent to make sure the device will be fixed

in right position and orientation (home visit was recommended as well)

In conclusion, this study was undertaken to test the protocol only. So, it will be difficult to depend

on the current result to reflect the effectiveness of LWI on pain, knee loading, and activity.
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Table 1: mean of the variables in three sessions

Variable Baseline Week 1 Week 6
ALF (sec) 21 === 23
ICOAP 20.4 === 4.5
KOOS pain subscale 67 78 83
SEBT (cm) A=62.6;M=62.3 ======= A=69.3;M=67.66
Sedentary time (min)/day 1108.71 1094.27 961.01
upright time (min)/day 331.34 345.74 479.04
Stepping time (min)/day 95.57 76.77 115.10
Standing time (min)/day 235.77 268.97 363.94
Standing time (s)/day 14146.29 16138.29 21836.57
Steps/day 9051.71 7260.57 11833.43
EKAM (Nm/kg), walking 0.49 0.45 0.36
EKAM (Nm/kg), standing 0.055 0.02 0,07
CKL (KNm/kg*s), walking 0.67 0.48 0.61
CKL (KNm/kg*s), standing 0.77 0.33 1.53
CKL (KNms),walking 53.88 38.19 48.06
CKL (KNms),standing 61.84 26.32 120.75

Table 2: Mean of the activities variables
Standing (min) Stepping Upright Sedentary | No steps
(min) (min) (min) (steps/day)

Baseline 235.77 95.57 331.34 1108.71 9051.71
Week (1) 268.97 76.77 345.74 1094.27 7260.57
Week (6) 363.94 115.10 479.04 961.01 11833.43
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