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ABSTRACT 

The aim of this project was to investigate the relationships between joint alignment, 

muscle properties, pain and joint biomechanics during walking in seniors with knee 

osteoarthritis (OA).  

Knee OA is one of the most common musculoskeletal disorders causing pain and 

functional limitations in the older population. It was suggested gait biomechanics in people 

with knee OA, including knee kinematics and kinetics, were related to the disease 

progression. Malalignment of the lower limb and quadriceps deficits were proposed to be 

contributing factors that might affect both knee kinematics and kinetics, and therefore induce 

excessive loading on the knee joint. Comprehensive understanding of knee joint alignment 

and muscle functioning for control of knee biomechanics could enhance knowledge of 

pathogenesis of knee OA and underpin rehabilitation for those with medial knee OA. 

This project comprised both cross-sectional observational and interventional studies 

on seniors with symptomatic and radiographic OA. The cross-sectional study involved 47 

participants with the aim to explore (1) relationships between tibial torsion and joint loading; 

(2) association between joint alignment, muscle properties, and knee kinematics during 

walking; and (3) relationships between knee joint loading and pain. The associations between 

exercise-induced modulations on joint biomechanics, intensity of pain, and muscle properties 

were studied based on an interventional study in 39 participants. The hypotheses for this 

project were (1) tibial torsion in addition to knee varus angle was related to early stance phase 

joint biomechanics; (2) passive quadriceps muscle tension and strength would be associated 

with early stance phase knee sagittal kinematics; (3) pain intensity would be related to joint 

loading; (4) Six weeks of exercise-based rehabilitation program could modulate knee joint 

load and pain intensity, which would be related to changes in muscle functioning and sagittal 
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knee kinematics during early stance phase of gait. 

In Chapter 2, the associations between lower limb alignments, quadriceps muscle 

properties, knee joint biomechanics in early stance phase of gait cycle in participants with 

knee OA are reported. Joint alignment along both frontal and sagittal planes were captured 

and quantified in a weight-bearing position using a bi-planar low-dose x-ray system. Passive 

muscle tensions of the superficial heads of the quadriceps muscle were captured using an 

ultrasound shear-wave elastography system and the maximal quadriceps strength by a hand-

held dynamometer. Joint kinetics and kinematics were captured during the early stance phase 

of gait cycle using a motion analysis system. Findings from the study indicated participants 

with moderate OA with larger external tibial torsion had larger external knee adduction 

moment (KAM) and showed a larger KAM index. Similarly, participants with moderate OA 

showed a negative association between external tibia torsion and knee flexion excursion; 

however, in mild knee OA, smaller knee flexion excursion was accompanied by greater 

passive tension of vastus lateralis. Such observations indicated that the associations between 

lower limb alignment, quadriceps muscle properties and knee biomechanics were OA severity 

specific. In mild OA, quadriceps properties, high passive tension of vastus lateralis, had 

stronger association with smaller knee flexion excursion; in moderate OA, it was external 

tibial torsion that had stronger association with more limited knee flexion and higher joint 

loading.  

In Chapter 3, the relationships between early stance knee joint loading and pain are 

reported. A path analysis model was used to assess possible relationships between joint 

loading and knee pain intensity. The model indicated that KAM had an indirect effect on pain 

intensity through the mediation of external knee flexion moment (KFM). Higher KAM was 

associated with lower pain intensity when KFM was positively related to pain. A negative 

relationship was established between KAM index and pain intensity. Therefore, the intensity 



IV 

 

of OA-related knee pain was related to loading along the frontal plane as well as the load 

sharing between the frontal and sagittal planes. 

In Chapter 4, findings from the interventional study to assess exercise-induced 

modulation on knee joint biomechanics, muscle properties, intensity of knee pain, and 

symptoms are presented. After a six-week exercise-based rehabilitation program, an increase 

in KAM was found to be associated with reduction in pain intensity. An increase in KAM 

index was related to improvement in pain and symptom. Reduced vastus lateralis passive 

tension was associated with an increase in knee flexion excursion in participants with mild 

knee OA. These findings further supported the observations from the cross-sectional study 

that OA-related pain intensity and joint biomechanics were linked; passive muscle tension of 

quadriceps lateral head and knee flexion excursion during loading response phase was realted 

to an earlier stage of knee OA. 

In summary, this project has revealed evidence that joint alignment, muscle 

properties, pain intensity, and knee gait biomechanics were linked in people with knee OA. 

The present study provided new evidence that (1) torsional alignment and quadriceps passive 

tension were linked with joint biomechanics during gait, and these links were specific to 

disease severity; (2) load sharing between the frontal and sagittal planes was related to pain 

intensity and symptoms. The knee loading re-distribution from frontal plane to sagittal plane 

was identified as an important biomechanical factor that had a strong link not only to 

improvement of pain but also to knee symptoms improvement. These findings provide insight 

into the pathomechanical pathway of knee OA and contribute to our understanding of muscle 

properties in the gait biomechanics of the knee joint. Such information might provide insights 

for rehabilitative strategies for knee OA. 
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1.1 Impact of knee osteoarthritis 

1.1.1 Definition of osteoarthritis 

The American College of Rheumatology (ACR) defines Osteoarthritis (OA) as “A 

heterogeneous group of conditions that lead to joint symptoms and signs which are 

associated with defective integrity of articular cartilage, in addition to related changes in the 

underlying bone at the joint margins” (Altman et al., 1986). More recently, the European 

League Against Rheumatism (EULAR) recognized OA as a “common complex disorder” 

(Zhang et al., 2009). It showed the emphases were not only on structural changes but also on 

activity-related symptoms and function-related limitations. Among all joints, the knee joint is 

the one most prevalently affected by OA, followed by the hip and hand joint (Turkiewicz et 

al., 2014, Hunter and Bierma-Zeinstra, 2019).   

 

1.1.2 Prevalence of knee OA and its impact on health  

Prevalence of knee OA was approximately 259 million worldwide, which is much 

higher than that of the hip or other joints (Global Burden of Disease Collaborative Network, 

2019). More importantly, the number of people with knee OA above 50 years of age 

increased from around 188 million to 258 million in the period from 2009 to 2019, an 

increase of 37.23%. In China, the prevalence of knee OA was 73 million in 2019, increasing 

rapidly by 43.14% in the past decade. There is a high prevalence of knee OA affecting the 

medial compartment, accounting for 85.42% in the western population (Felson et al., 1987) 

and 67.75% in the Chinese population (Zhang et al., 2001). 

 

1.1.3 Diagnosis of knee OA 

Knee OA can be diagnosed based on clinical features as clinical knee OA and 

radiographic characteristics as radiographic knee OA. There are two commonly referred-to 
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guidelines provided by ACR and EULAR (Altman et al., 1986, Zhang et al., 2010) on the 

diagnosis of clinical knee OA. Under the ACR guideline, any subject having knee pain and 

satisfying three of the six listed criteria is regarded as having knee OA. The six criteria are 

age beyond 50, morning stiffness for less than 30 minutes, crepitus, bony tenderness, bony 

enlargement, and palpable warmth around the joint. The EULAR guideline is more stringent. 

In addition to age (beyond 45), knee pain, morning stiffness, and joint symptoms (crepitus 

and bony enlargement), one has to have restricted joint motion and be limited in function to 

be considered as having knee OA. Table 1.1 lists the criteria proposed by the two 

organizations. 

Degenerative knee with typical radiographic OA changes is regarded as radiographic 

OA (Felson et al., 1997). Plain x-ray imaging should be taken of both knees in weight-

bearing, semi-flexed anterior-posterior view, plus a lateral and skyline view (Zhang et al., 

2009). The major radiographic features of bony change include: (1) formation of osteophytes, 

(2) periarticular ossicles, (3) narrowing of joint space with sclerosis of subchondral bone, (4) 

small pseudocysts with sclerotic wall, and (5) altered bony end shape. Formation of 

osteophytes is recognized as the hallmark of osteoarthritis existence, and joint space 

narrowing is usually used to classify the progression of osteoarthritis.  

Symptomatic OA is referred to as osteoarthritis and coexists with pain and other 

symptoms. However, discordance is usually found among radiographic OA and symptomatic 

OA (Bedson and Croft, 2008): the x-ray features do not always perfectly match clinical 

findings in particular knee pain (Claessens et al., 1990). Diagnosis should be made with 

comprehensive history, complaints, risk factors, physical examination, and imaging evidence 

(Zhang et al., 2009). 

  



Chapter 1 

4 

 

 

Table 1.1 Diagnosis criteria of knee osteoarthritis 

 ACR EULAR 

Risk factors    

Age 
≥ 50 years  

○ 

≥ 45 years 

Symptom   

Pain ● ● 

Morning stiffness <30 min ○ ● 

Function limitation  ● 

Clinical sign   

Crepitus ○ ● 

Bony tenderness ○  

Bony enlargement ○ ● 

Palpable warmth ○  

Restricted movement  ● 

ACR: ● necessary criteria , ○ criteria ≥3 

EULAR: ● necessary criteria 
*ACR: American College of Rheumatology, EULAR: European League Against Rheumatism 

 

1.1.4 Disease radiographic severity  

Knee OA is a progressive disease. Kellgren and Lawrence categorized the 

radiographic severity of OA into five grades (Kellgren and Lawrence, 1957) (Table 1.2). The 

grading is based mainly on the formation of osteophytes, narrowing of joint space and joint 

deformity. In the Kellgren and Lawrence (KL) grading system, grade 2 is defined as affirmed 

minimal severity (Kellgren and Lawrence, 1957), and is frequently adopted by researchers as 

the cut-off point to identify OA. The KL scoring scale has fair to excellent intra-rater 

reliability and fair to good inter-rater reliability (Sun et al., 1997). This grading system is still 

commonly used to reflect the structural degenerations of knee OA. 
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Table 1.2 Kellgren & Lawrence grade for osteoarthritis (Descriptions from Schiphof et al. 

2008 (adapted from Kellgren, Jeffrey & Ball 1963)) 

Grade Severity Description 

0 None Absent sign of OA 

1 Doubtful Doubtful narrowing of joint space and possible 

osteophyte lipping 

2 Minimal Definite osteophytes and possible narrowing of joint 

space 

3 Moderate Moderate multiple osteophytes, definite narrowing of 

joint space and some sclerosis and possible deformity of 

bone ends 

4 Severe Large osteophytes, marked narrowing of joint space, 

severe sclerosis and definite deformity of bone ends 
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Figure 1.1 Kellgren & Lawrence OA grading system (Adapted from Kellgren & Lawrence, 

1957) 

 

1.1.5 Clinical presentation of knee OA 

The EULAR diagnosis guideline emphasizes the importance of activity-related 

symptom and function-related limitations in addition to structural changes (Zhang et al., 

2009). Pain, restriction of joint range of motion and functional limitations are recognized as 

key features of knee OA. 

 

1.1.5.1 OA-related pain 

Pain is the most predominant complaint in people with knee OA. OA-related pain 

shows a significant impact on the quality of life, affecting activity participation, sleep and 
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mood. It is the most common reason why people with knee OA visit physicians and use non-

steroidal anti-inflammatory drugs (Neogi, 2013). Pain is also the leading factor contributing 

to the decision of total knee replacement surgery (Hawker et al., 2008). 

OA-related pain is a complicated subjective experience which is affected by 

interaction of biological and psychological factors (Somers et al., 2009). In addition to joint 

pathology, psychological and social culture, there are other factors that could influence the 

perception of pain intensity. OA-related pain pattern and intensity can varies from time to 

time that might associate with characteristics of the patient (Allen et al., 2009). 

The OA-related pain can be categorized into two types, predictable sharp pain and 

unpredictable dull pain; the sharp pain gradually progresses to dull or aching pain from early 

stage OA to more advanced OA (Hawker et al., 2008). Besides the nature of pain, OA-related 

pain also proceeds from activity-provoked pain to more constant pain when OA is progressed 

to a more advanced stage (Hawker et al., 2008).  

Origin and cause of OA-related pain remain largely unknown (Dieppe and 

Lohmander, 2005). Articular cartilage disruption is recognized as the most influenced 

structure in OA despite that there is a lack of nerve fiber in the articular cartilage (Hunter et 

al., 2003). Pain might derive from other structures such as synovium, subchondral bone, outer 

one-third of menisci, joint capsule, and peripheral ligament (Torres et al., 2006).  

  

1.1.5.2 Reduction in joint range of motion 

Reduction in knee joint range of motion (ROM) is common and is strongly associated 

with self-perceived functional disability in knee OA (Steultjens et al., 2000b). With OA 

progression, the limitation of knee ROM becomes worse including both knee extension and 

flexion (Ersoz and Ergun, 2003, Hilfiker et al., 2015).  

Knee ROM is influenced by a variety of factors including pain, swelling and 
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structural destruction in knee OA (Hilfiker et al., 2015). Marginal osteophytes formation and 

tibiofemoral joint space narrowing limit normal knee joint ROM, especially in more 

advanced knee OA (Ozdemir et al., 2006). When knee OA affects not only bone and cartilage 

but also surrounding soft tissues, muscle tightening might cause limitation in functional joint 

angle (You et al., 2009).  

 

1.1.5.3 Functional limitation 

Functional limitation is another main concern of knee OA. Common functional 

limitations include difficulties during walking on level surface, standing, going downstairs 

and/or upstairs, prolonged sitting and/or lying, postural transition, etc. (Gandek, 2015). These 

functional limitations are regarded as one of the criteria in the diagnosis of knee OA 

according to the EULAR guideline (Zhang et al., 2010) and are included in the major knee-

OA-specific assessment tools including the Knee Injury and Osteoarthritis Outcome Score 

and the Western Ontario and McMaster Universities Osteoarthritis Index (Collins et al., 2016, 

Roos et al., 1998).  

 

1.1.6 Impact of knee OA on the medical system and health 

Considering large population and high prevalence, knee OA can pose a huge public 

health problem. An estimated 85% of OA-related health resources were spent on treating 

knee OA (Hunter and Bierma-Zeinstra, 2019). In the population aged beyond 55 years, knee 

OA accounted for about 2.67% of years lived with disability (GBD study, 2019). The 

percentage was even higher in China that accounted for 3.30% years lived with disability by 

the year 2019 according to the GBD study. In the United Kingdom, 4% of the population 

aged above 65 consulted at least once per year for the knee OA (Peat et al., 2001); in the 

United States, knee and hip OA were the main complaints accounting for 30% of physician 
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visits (Jordan et al., 2007). In Hong Kong, knee OA broadly affected the quality of life (Woo 

et al., 2004) and the average waiting time of arthroplasty was as long as 66 months (Kan et 

al., 2019). Thus, knee OA leads to disability and causes a great demand on public health 

resource and primary care. 

Taking together, knee OA is a highly prevalent disease in senior population. It induces 

large demands on the medical system and affects individual’s bio-psycho-social heath.  

 

1.2 Risk factors and pathophysiology of knee OA 

1.2.1 Risk factors of knee OA 

Multiple risk factors have been identified for knee OA. The common factors include 

age, gender, body-mass index (BMI), previous injuries, occupation, and hand OA 

(Silverwood et al., 2015a). Knee OA is significantly more prevalent with age (Safiri et al., 

2020). In women, the prevalence of symptomatic knee OA was among 13.5-14.3% in the age 

of 60-69, while the number increasesd to 14.8-22.0% in the age group of 70 (Zhang et al., 

2001). Female has higher prevalence than male (Safiri et al., 2020). In China, female 

accounted for 64.38% of total population with knee OA (Tang et al., 2016). In urban Chinese 

population, the prevalence of radiographic knee osteoarthritis was 42.8% in women and 

21.5% in man, and about 30% of them suffered from severe osteoarthritis (Zhang et al., 

2001). In rural area, the gender difference in prevalence was even higher in terms of both 

radiographic (14% vs. 6%) and symptomatic knee OA (13% vs. 7%) (Kang et al., 2009). 

Knee injury history was the strongest risk factor with odds ratio of 2.83, while overweight or 

obesity had odds ratio of 2.10 (Silverwood et al., 2015a). Interestingly, genetic factors had a 

less influenced effect on knee OA than on hand and hip OA (Jeffries, 2019). Besides, 

participation of sports with high impact including soccer, long-distance running, weightlifting 

was also identified as strong risk factor to future knee OA (Driban et al., 2017). 
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1.2.2 Pathophysiology of knee OA 

OA has been considered as an “organ disease” of the whole joint (Loeser et al., 2012). 

Articular cartilage erosion is regarded as the hallmark of knee OA. Other structures, such as 

synovial membranes, subchondral bones, peri-articular ligaments and muscles are all 

involved in disease onset and progression. OA has been regarded as a joint effect of 

degeneration and inflammation-caused abnormal structural remodeling (Edd et al., 2018). 

Typical OA initiates from articular cartilage disruptions on joint surface. The chondrocytes 

are activated inappropriately by pro-inflammatory cytokines including interleukin 1, tumor 

necrosis factor, interleukin 6, etc. The chondrocytes proliferate and produce less-functioned 

matric proteins and matrix degrading enzymes, resulting in the matrix remodeling, abnormal 

hypertrophy-like maturation and cartilage calcification (Goldring and Marcu, 2009). The 

biomechanical properties of cartilage alter and lose their protective effects on subchondral 

bone. Osteoblasts and chondrocytes interact robustly in the progression of OA (Findlay and 

Atkins, 2014). It is believed that the pathogenesis of OA could be ascribed to bone 

remodeling and subchondral bone loss in the early stage and subchondral sclerosis later-on 

(Altman, 2011). In the end stage of OA, microstructure of subchondral bone is altered 

severely in the areas where overlying cartilage is badly damaged. Due to the imbalance 

between bone resorption and formation, subchondral bone volume increases and bone 

material density decreases (Li and Aspden, 1997). These changes result in bone mechanical 

property shift, and have a strong relationship with symptoms and progression of OA (Funck-

Brentano and Cohen-Solal, 2015). Synovium inflammation is also found in early stage of 

osteoarthritis, featured with mononuclear cell infiltration, pro-inflammatory cytokines 

production and perivascular aggregation (Myers et al., 1990, Smith et al., 1997). Synovial 

inflammation is associated with joint cartilage lesion (Krasnokutsky et al., 2011) and 
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symptom severity (Scanzello et al., 2011); the existence of synovial inflammation increases 

when OA is progressed (Scanzello et al., 2011). The sequence and causal relationship 

between cartilage break-down, subchondral bone damage, and synovium inflammation still 

need further investigation (Altman, 2011). More recently, structural changes within and/or 

surrounding knee joint, such as muscle, ligament and fat pad and etc. should be taken into 

account in terms of pathophysiology of knee OA (Favero et al., 2015).  

 

Figure 1.2 Schematic drawing of an osteoarthritic joint (From Arden et al. 2014). 

 

1.3 Gait related pathomechanics of knee OA  

Overloading during gait plays an important role in the patho-mechanical pathway of 

knee OA (Felson, 2013). Furthermore, it is a vital link within the interaction between 

biological, mechanical and structural factors in the development of knee OA (Andriacchi et 

al., 2015). The in-depth analysis of the kinematics and kinetics of individual joints during 

different phases of gait provides better identification of dysfunction in knee OA. 

Walking is a repetitive sequence of locomotion using bilateral limbs alternately to 



Chapter 1 

12 

 

move body forwards (Andriacchi et al., 1977). Gait cycle repetitions consist of one limb 

supporting the body as the other swings forward to reach the next support site during walking 

(Kharb et al., 2011). Based on the contact of the foot, a gait cycle can be divided into two 

phases, stance phase and swing phase. The stance phase can be further divided into four sub-

phases: 1) initial contact, 2) loading response, 3) mid-stance, 4) terminal stance and 5) pre-

swing (Figure 1.3).  

 

 

Figure 1.3 Normal gait cycle (Adapted from Adams & Cerny, 2018) 

 

1.3.1 Alteration in gait pattern 

In individuals with knee OA, alterations in gait pattern are found in both spatial and 

temporal parameters. People with knee OA have slower walking speed and shorter stride 

length. These include 14% slower in walking speed and 8.5% smaller in stride length than the 

healthy counterparts (Ornetti et al., 2010). With increasing severity of knee OA, walking 

speed decreases gradually (Zeni Jr and Higginson, 2009, Astephen et al., 2008b).  

 

1.3.2 Gait kinetics 

Initiation and progression of OA are predominantly mechanical in nature. Excessive 

loading could be along the frontal, sagittal and horizontal planes, in particular during the 
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stance phase of gait cycle.  

 

1.3.2.1 External knee adduction moment  

Knee external adduction moment (KAM) is caused by a moment of ground reaction 

force deviating from knee joint center medially on the frontal plane (Figure 1.4). Peak of 

KAM in the early stance phase can describes the medial-to-lateral loading distribution of the 

knee joint (Maly et al., 2015), and this parameter showed good reliability in representing 

medial joint loading (Birmingham et al., 2007). It could explain up to 77% of total variance 

of change in knee joint medial contact force; the shape of KAM waveform was highly related 

to the shape of medial contact force of the knee joint (Zhao et al., 2007).  

 

Figure 1.4 External knee adduction moment and joint compressive force in knee joint. 

(Adapted from Farrokhi et al., 2013) 

 

The magnitude of KAM was correlated to the severity of articular cartilage disruption 

and thickness loss in the medial tibiofemoral area in individuals with medial compartment 

knee OA (Creaby et al., 2010), and could explain up to 44% of variance in cartilage thickness 
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(Maly et al., 2015). There was evidence suggesting that KAM had an impact on medial-

lateral subchondral bone morphology (Vanwanseele et al., 2010a), severity of bone marrow 

lesion (Chang et al., 2015, Kean et al., 2012), and meniscus lesion (Vanwanseele et al., 

2010a). In addition, KAM was correlated positively to radiographic severity by KL grading 

(Hurwitz et al., 2002, Sharma et al., 1998) and by joint space narrowing (Sharma et al., 

1998). Sherma et al. (1998) reported that every 1.0 unit change of KAM was associated with 

a decrease of 0.63mm joint space width (Sharma et al., 1998). More importantly, the 

magnitude of KAM had 88% sensitivity and 83% specificity to predict KL grade progression 

in six years (Miyazaki et al., 2002), and one unit change of KAM increased the chance of OA 

progression by 1.9 folds (Henriksen et al., 2014). KAM was strongly associated with the 

change of femoral medial-to-lateral cartilage thickness ratio over five years (Chehab et al., 

2014). Therefore, the magnitude of KAM during early stance phase is associated with 

structural changes, disease severity and disease progression of knee OA.  

 

1.3.2.2 External knee flexion moment  

External knee flexion moment (KFM) represents the knee joint moment on the sagittal 

plane during gait. Larger early stance phase KFM was reported in asymptomatic than people 

with knee OA (Astephen et al., 2008a, Astephen et al., 2008b) and in people with moderate 

than severe knee OA (Astephen et al., 2008a). Nevertheless, larger KFM was observed in 

people with knee OA than healthy controls (Kaufman et al., 2001, Landry et al., 2007). It is 

still unclear whether alteration of early stance phase KFM and knee OA are related. Similarly, 

conflicting results were reported between KFM and knee joint structural changes. A analysis 

with five-year follow-up found KFM was related to cartilage erosion at knee joint medial 

compartment (Chehab et al., 2014), while no association was detected in a larger cohort at 2-

year follow-up (Chang et al., 2015).  



Chapter 1 

15 

 

 

1.3.2.3 External knee rotation moment 

External knee rotation moment (KRM) refers to the knee moment on the transverse 

plane. Limited amount of literatures was reported in relation to KRM in knee OA. Though 

there was study showing that people with knee OA has reduced KRM compared to the 

healthy people (Landry et al., 2007), the contribution of KRM to the external total knee joint 

moment was nearly negligible (Asay et al., 2018). 

 

1.3.2.4 Interplays between the external moments 

Early stance phase peak KAM and KFM occur within the first 20% of gait cycle. A 

combination of both KAM and KFM provides total moments along the frontal and sagittal 

planes and is likely a better predictor to medial contact force of knee joint than any single one 

of them (Walter et al., 2010).  

In this connection, the relative contribution of KAM and KFM to total knee joint 

moment has proposed as a crucial factor to OA disease progression. Asay et al. observed a 

change from a KFM-dominant loading pattern to a KAM-dominant loading pattern in 

nineteen subjects with knee OA in five years (Asay et al., 2018). Despite similar total joint 

moments, these authors observed an increase in the percentage of KAM to total knee joint 

moment in the five-year follow-up. A more recent study on individuals with anterior cruciate 

ligament reconstruction indicated that a higher percentage of KFM to total knee joint moment 

was associated with a less decrease of medial-to-lateral femoral cartilage thickness; higher 

KAM to total knee joint moment was related to greater medial-to-lateral femoral cartilage 

erosion in eight years (Erhart-Hledik et al., 2019).  
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1.3.3 Gait kinematics  

Patients with knee OA exhibit altered gait patterns in relation to tibiofemoral joint 

motion (Bytyqi et al., 2014, Childs et al., 2004). Such alteration happens in all the three 

planes, namely frontal, transverse and sagittal plane (Bytyqi et al., 2014, Farrokhi et al., 2012, 

Gok et al., 2002). People with knee OA walked with larger knee adduction angle (Zhao et al., 

2007, Farrokhi et al., 2015a), smaller tibiofemoral internal rotation (Weidow et al., 2006, 

Farrokhi et al., 2015a) and smaller knee flexion motion (Heiden et al., 2009, Manetta et al., 

2002). The reduction in knee flexion angle and excursion were associated with OA disease 

severity (Astephen et al., 2008a). 

 

1.3.3.1 Knee sagittal kinematics during gait  

Altered knee sagittal kinematics in stance phase are constantly found in people with 

knee OA (see Figure 1.5), including knee flexion angle at initial contact (Childs et al., 2004, 

Heiden et al., 2009, Dixon et al., 2010, Manetta et al., 2002) and peak flexion angle during 

early stance phase (Astephen et al., 2008a, Zeni Jr and Higginson, 2009, Heiden et al., 2009, 

Farrokhi et al., 2015b, Farrokhi et al., 2012, Manetta et al., 2002). Knee flexion excursion, 

the range of knee flexion from initial contact to stance phase peak knee flexion (Creaby et al., 

2013), is also found to be reduced in these people (Childs et al., 2004, Dixon et al., 2010, 

Farrokhi et al., 2015b, Farrokhi et al., 2012, Favre et al., 2014, Rudolph et al., 2007). Table 

1.3 summarizes studies comparing early stance knee sagittal kinematics in healthy people to 

those in people with knee OA.  

In the swing phase of gait cycle, OA associated knee flexion angle changes were also 

widely reported. There was significant reduction of peak knee flexion angle of swing phase in 

knee OA (Kaufman et al., 2001, Astephen et al., 2008a, Bytyqi et al., 2014); the average peak 

knee flexion angle was 6°-8° smaller in people with knee OA than those without. 
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Additionally, the overall knee flexion-extension excursion in swing phase reduced 

significantly (Astephen et al., 2008a, Bytyqi et al., 2014, McKean et al., 2007). It was nearly 

10° lower in people with severe symptomatic knee OA than asymptomatic controls (Astephen 

et al., 2008a). Similar results of around 10° reduction of swing phase flexion-extension 

excursion were reported across studies (Bytyqi et al., 2014, McKean et al., 2007). 

 

Figure 1.5 Waveform of knee flexion angle during a full gait cycle comparing people 

with/without knee OA (From Astephen et al. 2007) 

 

1.3.3.2 Knee sagittal kinematics and knee OA severity 

People suffering from knee OA have deviated knee sagittal kinematics in relation to 

the disease progression. Peak knee flexion angle in early stance phase was significantly 

smaller in people with moderate OA than severe OA (Astephen et al., 2008a), and the peak 

angle had a great reduction in both early OA and established OA from baseline to two-year 

follow-up (Mahmoudian et al., 2017). Knee flexion excursion was considerably smaller 

between people with early OA and established OA (Mahmoudian et al., 2017) and between 

moderate OA and severe OA (Astephen et al., 2008a). Furthermore, early stance phase knee 

flexion excursion became increasingly smaller with OA severity progression from mild to 

severe one (Nagano et al., 2012, Zeni Jr and Higginson, 2009). Current evidence indicated 
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both peak knee flexion angle and knee flexion excursion at early stance phase of gait cycle 

became more restricted with the OA progression, and these reflected a stiffer gait pattern in 

more advanced OA stage. 

Table 1.3 Knee flexion angle in people with and without knee OA 

 Healthy Knee OA p-value 

Knee flexion angle at initial contact     

Childs et al. 1.4±5.7 4.5±4.5 0.04 

Dixon et al. 3.7±0.5 9.7±5.2 <0.05 

Heiden et al. 1.7±4.3 7.8±5.3 <0.001 

Manetta et al. 2.6±5.2 6.2±8.0 0.13 

Rudolph et al. 5.56 4.68 >0.05 

    

Peak knee flexion angle (degree)    

Manetta et al. 23.5±6.8 20.4±6.2 0.54 

Astephen et al. 18.7± 8.0±6.2 <0.05 

Dixon et al. 19.2±5.0 19.1±5.4 >0.05 

Farve et al. 18.1 16.5  

Heiden et al. 14.3±7.1 18.6±6.3 0.005 

    

Knee flexion excursion (degree)    

Manetta et al. 20.9±6.5 14.3±3.8 0.02 

Childs et al. 19.5±5.2 15.7±5.7 0.01 

Dixon et al. 15.5±3.4 9.4±4.2 >0.05 

Farrokhi et al. a 17.4±4.7 9.7±3.4 <0.05 

Farrokhi et al. b 11.0±4.1 7.2±3.6 0.10 

Farve et al. 15.7 9.5 <0.05 

Heiden et al. 12.6±5.0 10.8±4.4 0.10 

Rudolph et al. 17.9 12.0 <0.05 

Schmitt et al. 16.2 13.6 0.046 
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In brief, gait kinetics and kinematics during the stance phase might relate to OA 

severity and progression. Aside from external joint moments along the frontal plane, the 

relative contribution of KAM or KFM to the total joint moment might also associate with 

knee OA. It was therefore important to identify factor associated with KAM, the relative 

contribution of KAM to the total joint moment as well as knee sagittal kinematics during 

early stance phase of gait cycle. 

 

1.4 Joint alignment and gait biomechanics  

The mechanical alignment is essential to appropriate knee joint loading distribution 

during ambulation and weight-bearing activities (Andriacchi, 1994). Knee malalignment, 

either congenital or acquired one, is a strong factor leading to the onset and progression of 

knee OA.  

1.4.1 Frontal plane malalignment 

Mal-alignments along the frontal plane are widely observed in people with knee OA 

(Andriacchi, 1994). It is well accepted the correlation of knee malalignment with OA 

radiographic severity, such as varus and valgus deformities. To be specific, varus deformity is 

associated with increased joint space narrowing and osteophytes formation in the medial 

compartment, while valgus deformity is related to higher joint space narrowing and 

osteophytes in the lateral compartment (Tanamas et al., 2009). The risk of medial OA 

progression is 3.59-4.12 folds greater in patients with knee varus mal-alignment; valgus mal-

alignment has a higher risk of lateral OA progression with an odd rate of 2.46-4.85 (Cerejo et 

al., 2002, Felson et al., 2009, Sharma et al., 2010).  
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Figure 1.6 Typical x-ray image of knee varus malalignment in knee OA (Adapted. From 

Mochizuki et al. 2019) 
 

In the static status, load bearing axis is usually utilized to estimate medial-lateral load 

distribution. The load bearing axis is defined as a line linking mid-femoral head and center of 

ankle (Hunter et al., 2005). In varus knee, this axis passes medial to the knee joint center and 

generates a moment towards medial side in frontal plane, increasing load passing through 

medial compartment. Just the opposite, valgus angle leads to a lateral deviation of load 

bearing axis from the joint center, resulting in larger force across the lateral tibiofemoral 

compartment (Tetsworth and Paley, 1994). As much as 70% of the loading passes through the 

medial compartment even in neutral knee alignment (Schipplein and Andriacchi, 1991). 

Indeed, varus deformity predictis the peak of KAM (Hurwitz et al., 2002, Wada et al., 2001) 

and knee sagittal kinematics (Blakeney et al., 2019) in medial knee OA.  
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1.4.2 Horizontal plane malalignment 

Alteration in torsional alignment along the horizontal plane was observed in people 

with knee OA (Nagao et al., 1998). Torsional deformity might exist in the femur, knee joint or 

tibia. This component is an important consideration in planning surgical management of knee 

OA (Steinbruck et al., 2016). 

As early as 1994, Turner observed a decrease in external tibial torsion or true internal 

tibial torsion in knee OA compared to healthy controls (Turner, 1994). This observation was 

echoed in the study by Yagi & Sasaki (1986). These authors observed that external tibial 

torsion decreased gradually with knee OA progression. Biomechanically, decreased external 

tibial torsion might increase the contact force transmitting through the medial compartment of 

knee joint (Yazdi et al., 2016). However, Mandeville et al. (2013) found that knee OA 

patients with more internally rotated tibias experience higher impact throughout the entire 

stance phase of gait cycle.  

 

Figure 1.7 Measurement of tibial torsion (Adapted from León-Muñoz et al. 2021) 
 

Measurement of lower limb torsion alignment by computerized tomography (CT) has 

been validated extensively, and is widely used as a reference standard. More recently, the 

EOS low-dose bi-planar x-ray system is developed and widely used in the orthopedic area. It 
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scans lower limb with two synchronized perpendicular-placed x-ray sources in frontal and 

lateral positions. This technique enables measurement of lower limb torsional alignments in a 

weight-bearing position with superior features of low radiation exposure and high imaging 

quality than the conventional x-ray technique (Illés and Somoskeöy, 2012). The EOS system 

showed great consistency with CT system in the measurement of lower limb torsional 

alignments including tibial torsion (Folinais et al., 2013, Yan et al., 2019, Buck et al., 2012b). 

Excellent intra-rater reliability (Guenoun et al., 2012) and inter-rater reliability (Folinais et 

al., 2013, Guenoun et al., 2012) using EOS system had been reported. Therefore, this system 

is valid and reliable to examine lower limb torsional alignments. 

 

1.4.3 Interplay between alignments in the frontal and horizontal planes 

The torsional malalignment was influenced by the change in frontal alignment in 

healthy subjects (Stief et al., 2014), and alignments in both planes seemed to have a joint 

effect on medial joint loading in knee OA patients (Krackow et al., 2011). Yet, how the 

alignments in different planes interact and control joint loading distribution and joint motion 

in knee OA has not been established. The EOS system provides a better approach in capturing 

alignment on the frontal and horizontal plane in a weight-bearing position. This information 

will enhance our understanding of the alignment and how it relates to gait biomechanics 

during gait in knee OA. 

 

1.5 Muscle properties and gait biomechanics 

During early stance phase of gait cycle, the quadriceps muscle lengthens to control 

knee flexion and provides stability of the knee joint (Perry, 2010). Weakness or tightness of 

the quadriceps muscle might affect knee kinetics and kinematics during gait. 
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1.5.1 Quadriceps muscle strength and knee OA 

Quadriceps weakness is one of the first symptoms in knee OA (Hurley, 1999). The 

quadriceps strength was nearly 20% lower in radiographic OA than the normal individuals 

(Slemenda et al., 1997b), and about 24-35% weaker in symptomatic knee OA than the 

asymptomatic counterparts (Hassan et al., 2001, Lewek et al., 2004). More essentially, 

quadriceps weakness is a strong risk factor to the onset of radiographic knee OA (Takagi et 

al., 2017, Omori et al., 2013) and joint space narrowing (Segal et al., 2010). In addition, 

quadriceps weakness is a significant predictor to articular cartilage loss at the medial 

compartment of knee joint in five years (Chin et al., 2019). 

 

1.5.1.1 Quadriceps strength and gait kinetics 

Quadriceps strength was believed to have a protective effect on knee joint by 

absorbing harmful impact at initial contact during gait (Jefferson et al., 1990). In stimulated 

model studies, quadriceps is the strongest knee stabilizer in frontal plane during normal 

walking (Shelburne et al., 2006, Winby et al., 2009). However, no associated between 

quadriceps maximal strength and KAM could be revealed in people with radiographic medial 

knee OA (Lim et al., 2009, Baert et al., 2013, Murray et al., 2015a, Aaboe et al., 2011). One 

study reported a positive association between submaximal (90% of maximal) voluntary 

contraction of the quadriceps and KAM in knee OA (Murray et al., 2015a). Quadriceps power 

(Calder et al., 2014) and endurance (Lee et al., 2015) was recorded as contributor to KAM, 

but the effect of both were minimal. Association between quadriceps strength and magnitude 

of KAM cannot be established in human studies. 

Quadriceps primarily generate an internal knee extension moment to counteract KFM 

during loading response phase of gait cycle (Perry, 2010). There was moderate positive 

association between quadriceps strength and KFM during gait in healthy older people 
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(Samuel et al., 2011), people with anterior cruciate ligament deficiency (Lewek et al., 2002) 

and people with patellofemoral knee OA (Farrokhi et al., 2015b). Besides, reduction of 

quadriceps strength causes a significant decrease of KFM in healthy young people (Murdock 

and Hubley-Kozey, 2012). However, no significant association between maximal strength 

and KFM could be detected in tibiofemoral knee OA (Murray et al., 2015a) or end stage 

radiographic knee OA (Vahtrik et al., 2014). Additionally, quadriceps strengthening exercise 

failed to make any change of KFM (Pietrosimone et al., 2010, Bennell et al., 2014c, DeVita et 

al., 2018). Taking together, there is no evidence supporting that quadriceps maximal strength 

and KFM are related.  

 

1.5.1.2. Quadriceps strength and knee sagittal kinematics  

Quadriceps is one of the primary muscle groups controlling knee flexion/extension 

motion. Greater quadriceps strength was related to larger knee flexion excursion at loading 

response phase in radiographic knee OA (Farrokhi et al., 2015b), and a significant increase of 

knee flexion excursion could be achieved after a four-week quadriceps strengthening exercise 

program (Davis et al., 2019). The relationship between quadriceps strength and early stance 

peak knee flexion angle was not statistically significant in individuals with early OA (Nishino 

et al., 2021). However, it should be noted that the magnitude of early stance peak knee 

flexion angle was related to the co-contraction level between quadriceps and hamstrings 

(Heiden et al., 2009). In a word, stronger quadriceps strength possibly enhances early stance 

knee flexion excursion in knee OA. 

 

1.5.1.3. Quadriceps strength and knee pain 

The association between quadriceps strength and knee pain was explored in large 

scale of people with knee OA. In an cross-sectional study, O’Reilly reported that knee OA 
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patients who had knee pain had much lower quadriceps strength and activation than people 

without knee pain (O’Reilly et al., 1998). It was reported in a follow-up study for 30 months 

that the greater baseline quadriceps strength was associated with lower intensity of knee pain 

(Amin et al., 2009). The protection of quadriceps strength on knee pain was especially 

significant for the females in the five years follow-up (Glass et al., 2013). Therefore, 

quadriceps strength had a protection effect on knee pain in people with knee OA in the long 

term. On the other hand, knee pain could have an inhibition effect on quadriceps strength. It 

was found that after pain reduction with local anesthetics, quadriceps strength increased by 

approximately 19% and activation increased by nearly 12% (Hassan et al., 2002). It indicated 

a vicious circle between the quadriceps weakness and deterioration of knee pain in knee OA. 

 

1.5.2 Passive tension of the quadriceps muscle and gait biomechanics  

1.5.2.1 Source of passive muscle tension 

Viscoelasticity is the ability of resting skeletal muscle to resist deformation by an 

external force. Elasticity stands for the restoring force in response to lengthening change, 

while viscosity represents the force in respond to the velocity of lengthening change (Alter, 

2004). During the lengthening of resting muscles, these properties combine to produce 

passive tension. Typical length-force relationship of passive tension is featured as an 

exponential curve, and the rapid increase of tension initiates from a point called slack length 

(Hirata et al., 2015). The vast majority of passive tension comes from two sources: collagen 

from extracellular matrix and titin from contractile (Lieber, 2010). The material property of 

these two tissues decides the magnitude of muscle passive tension. Passive tension is of 

tremendous importance to skeletal muscle function, which attributes to total tension 

production in lengthening conditions; it also influences joint range of motion as well as joint 

stability (Gajdosik, 2001).  
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1.5.2.2 Quadriceps passive tension and knee kinematics in knee OA 

In knee OA, changes in both the muscular and connective tissues of the quadriceps 

may occur. There can be a change in muscle composition in knee OA. The ultrasound 

imaging system showed alteration of echogenicity of vastus lateralis (Liikavainio et al., 

2008). Besides, knee OA also induces muscle fiber composition changes: greater reduction in  

type I than type II muscle fibers (Noehren et al., 2017), which contradicts to the normal aging 

effect. During normal aging process, type II fiber decreases more markedly than type I fiber 

(Porter et al., 1995). In addition, the amount of extracellular matrix in individuals with knee 

OA is 50% higher than their healthy counterparts (Noehren et al., 2017). Based on the 

evidence above, it could be speculated that passive tension of quadriceps is altered as a 

consequence of change of quadriceps material property initiated by OA. Muscle passive 

tension plays a role in controlling joint stiffness and joint motion (Gajdosik, 2001, Chino and 

Takahashi, 2015). Whether relationship exists between passive quadriceps muscle tension and 

knee sagittal kinematics during loading response phase of gait cycle has not been explored 

yet.  

 

1.5.2.3 Quadriceps passive tension and knee pain 

Muscle passive tension could have a crucial association with knee pain. It was 

reported that the tightness (Smith et al., 1991) and flexibility (Piva et al., 2005) of quadriceps 

was associated with patellofemoral pain. Besides, quadriceps muscle passive tension could 

contribute to knee pain through the connection of knee lateral retinaculum; tightness of lateral 

retinaculum was a risk factor to patellofemoral pain. When it was well suspected that thre 

may be a continuum of disease in relation to patellofemoral pain and patellofemoral knee OA 

(Wyndow et al., 2016). The role of quadriceps passive tension in knee pain in people with 
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knee OA was merely explored.  

 

1.6 Joint loading and pain in knee OA 

While biomechanical factor is believed as a risk factor triggering pain, the 

relationship between KAM and the intensity of OA-related pain is not clear. Henriksen and 

colleagues (2012) reported that pain intensity was correlated negatively to KAM peak in 

patients with mild radiographic OA (KL grade ≤ 2). The negative relationship was proposed 

to relate to “avoidance strategy” such that the medial compartment of knee joint could be off-

load from further destroys (Henriksen et al., 2006). A later study from Hall et al. (2016) 

indicated the relationship between pain intensity and KAM was specific to OA radiographic 

severity. The authors detected no relationship in mild knee OA, positive relationship in 

moderate knee OA, and negative relationship in severe knee OA (Hall et al., 2016). In this 

context, KAM increased significantly after pain relief by anesthetic injection, glucocorticoid 

injection and nonsteroidal anti-inflammatory drug (Henriksen et al., 2006, Schnitzer et al., 

1993, Shrader et al., 2004). Pain also shows significant influence on magnitude of KFM. 

KFM increased markedly after taking nonsteroidal anti-inflammatory drugs in people with 

knee OA (Schnitzer et al., 1993). Besides, KFM was more sensitive to pain intensity than 

KAM (Boyer et al., 2012). In a longitudinal study, an increase of pain intensity has a trend to 

be associated with a decrease of KFM at 5 years follow-up (Asay et al., 2018). Therefore, the 

“avoidance strategy” seems to consist of an increase of KAM and a decrease of KFM; 

nonetheless, there lacks a comprehensive investigation of interaction between KAM, KFM 

and pain intensity. 

 

1.7 Non-pharmacological management for knee osteoarthritis 

Managements for OA are divided into three categories: 1) surgical, 2) 
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pharmacological and 3) non-pharmacological (Fernandes et al., 2013a, Kolasinski et al., 

2020). The non-pharmacological management including patient education, exercise and 

weight control is widely accepted and recommended by international guidelines as the first 

line treatment for knee OA (Bannuru et al., 2019a, Fernandes et al., 2013a, Kolasinski et al., 

2020).  

 

1.7.1 Exercise intervention for knee OA 

Exercise is recommended as the first line non-surgical treatment for people with knee 

OA by international organizations including ACR (Kolasinski et al., 2020), EULAR 

(Fernandes et al., 2013a) and Osteoarthritis Research Society International (OARSI) 

(Bannuru et al., 2019a). In a meta-analysis including over 50 studies, high quality evidence 

was found supporting the efficacy of exercise programs on pain reduction and function 

improvement (Fransen et al., 2015). Structured land-based exercise with or without dietary 

weight management is suggested as the standard of care for non-surgical management of knee 

OA by OARSI, and needs be provided to all patients with knee OA with or without 

comorbidity (Bannuru et al., 2019a). The structured land-based exercise is recommended to 

include strengthening and/or cardio and/or balance and/or neuromuscular and/or mind-body 

exercise (Bannuru et al., 2019a). Aside from land-based exercise program, there is also strong 

recommendation to include aquatic therapy for knee OA (Uthman et al., 2013).  

 

1.7.1.1 Flexibility exercises  

Stretching exercise elongates a specific muscle or a muscle group and tendon and 

induces mechanical and neurological alteration on muscle and tendon (Weerapong et al., 

2004). This approach is widely used to enhance muscle and/or tendon flexibility as well as 

joint range of motion. Reduction in muscle flexibility or joint range of motion is commonly 
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observed in people with knee OA (Steultjens et al., 2000a, van Dijk et al., 2010). An exercise 

program for knee OA usually includes stretching exercises for hip abductor, knee flexor, and 

knee extensor muscles (Thorp et al., 2010, Chang et al., 2016). The stretching exercise is 

always delivered as static stretching or as hold-relax-contract method (Thorp et al., 2010, 

Chang et al., 2016). This exercise could effectively improve knee joint range of motion and 

walking speed in individuals with knee OA (Aoki et al., 2009).  

 

1.7.1.2 Strengthening exercises  

Strengthening exercise induces muscle hypertrophy and improves muscle strength and 

endurance by loading a specific muscle or a muscle group (Atha, 1981, Grgic et al., 2020). 

Muscle weakness of lower limb muscles is identified as a vital risk factor to knee OA disease 

progression (Hurley, 1999) and functional limitation (van der Krogt et al., 2012). Major 

deficit of hip abductors, quadriceps and hamstrings muscles are found in knee OA (Alnahdi et 

al., 2012). Strengthening exercise is considered as the core element in the exercise-based 

management program for knee OA (Bannuru et al., 2019a). The improvement of muscle 

strength has been shown to reduce pain and improve function (Bartholdy et al., 2017). The 

beneficial effects of muscle strengthening on pain and function may relate to 1) enhancement 

of proprioception and motor learning, 2) facilitation of energy absorbing capacity and 3) joint 

stability (Beckwée et al., 2013).  

The isometric and concentric resistance exercises are effective methods of increasing 

quadriceps strength in individuals with knee osteoarthritis (Lim et al., 2008b, Hunt et al., 

2010, Huang et al., 2003). It was suggested that a minimal increase of 30% knee extensor 

strength would be essential to cause beneficial effect on pain and an increase of 40% knee 

extensor strength would introduce favorable effect on function in knee OA (Bartholdy et al., 

2017).  
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1.7.1.3 Neuromuscular control exercise 

Neuromuscular function is known as the interaction between sensory input and motor 

output within sensorimotor system (Ageberg et al., 2007). Muscle can be trained for 

unconscious response to sensory input of dynamic joint motion. Neuromuscular control 

exercise emphasizes 1) sensorimotor function and 2) global and local joint stabilization. Knee 

injury is a common cause of the onset of knee OA. Anterior cruciate ligament (ACL) related 

injury increases the risk of early onset of knee OA by up to 6 folds (Culvenor et al., 2015). As 

high as half of the people with ACL injury develop knee OA within 10-15 years (Øiestad et 

al., 2009). According to neuromuscular control theory, afferent sensory dysfunctions may 

contribute to OA progression in ACL-related post-traumatic knee OA (Roos et al., 2011). 

Neuromuscular exercise was initially used in people with ACL related knee OA, and it 

resulted in long-term improvement in knee muscle strength and functional performance for 

these patients (Ageberg et al., 2007). Similar sensorimotor dysfunction also possibly existed 

in individuals with degenerative knee OA (Roos et al., 2011). Consequently, it was 

incorporated into Good Life with osteoarthritis in Denmark program for older people with 

degenerative knee OA (Ageberg and Roos, 2015).  

Neuromuscular control exercise for knee OA consists of movements involving 

multiple joints and muscle groups of the lower limbs in weight-bearing positions that 

emphasizes sensorimotor control and functional stability (Ageberg and Roos, 2015). In 

neuromuscular control exercise, global alignments and quality of movements are of utmost 

importance. The principles include 1) active movements in synergies, 2) bilateral transfer 

effect of motor learning, 3) close kinetics chain movement, and 4) postural control. Typical 

movements of neuromuscular control exercise are pelvic lift, sliding and stepping lunge, step 

up, squat, etc. (Ageberg et al., 2007). 
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The result from Good Life with osteoArthritis in Denmark demonstrated significant 

improvement in pain by 12.4/100 points and in quality of life by 5.4/100 points in a sample of 

over ten thousands participants (Skou and Roos, 2017). Other research groups have also 

reported reduced pain intensity, improved function, and better quality of life following the 

same program components (Holsgaard-Larsen et al., 2017, Bennell et al., 2014a). 

   

1.7.1.4 Exercise and its impact on joint loading 

Strengthening exercises have little impact on KAM. Strengthening of knee extensors 

(Bennell et al., 2014b, Lim et al., 2008a) or a combination of hip and knee muscles (Al-

Khlaifat et al., 2016, Bennell et al., 2010b, Hunt et al., 2013, King et al., 2008) all failed to 

reduce KAM (Table 1.4). Biomechanical benefits of muscle strengthening are barely apparent 

on KAM. 

By enhancing perception and control of joint position and motion with neuromuscular 

control exercise, people with knee OA were believed to have better functional stability and 

dynamic alignment (Farrokhi et al., 2013); thereby reduce mechanical loading in the medial 

compartment of knee joint. However, no significant change but even a trend of increase in 

KAM was found after neuromuscular control exercise (Bennell et al., 2014a). Similarly, a 

significant increase in KAM was observed in individuals with knee OA after an eight-week 

neuromuscular training program (Holsgaard-Larsen et al., 2017). These findings could not 

support neuromuscular training as effective approach to reduce KAM for knee OA.  

Thus, exercise program including flexibility, strengthening and neuromuscular 

exercises can effectively reduce pain and improve functions. Reduction in KAM seems not 

associated with quadriceps strengthening or neuromuscular training. There is no evidence 

supporting exercise-induced reduction in pain and improvement in function might be 

associated with modulation in joint loading. Other possible mechanisms of exercise include 
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improvement of joint range of motion, reinforcement of joint stability and an enhancement of 

energy absorption (Beckwée et al., 2013).  

It is important to note that exercise-induced effects were assessed without controlling 

confounding factors, such as joint alignment and disease severity, in some studies.
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Table 1.4 Effect of exercise on external knee adduction moment in people with knee OA 

Author, year Exercise Pre KAM Post KAM Trend p-

value 

Al-Khlaifat, 2016 Strengthening exercise 0.34± 0.11 Nm/kg 0.35± 0.14 Nm/kg ↑ 0.57 

Bennell, 2010 

Strengthening exercise 

3.2± 1.0 

Nm/(Wt*Ht)% 

3.3± 0.9 

Nm/(Wt*Ht)% 

↑ 

0.19 

Bennell, 2014 

Strengthening exercise 

3.22± 0.88 

Nm/(Wt*Ht)% 

3.30± 0.79 

Nm/(Wt*Ht)% 

↑ 

>0.05 

 

Neuromuscular exercise 

3.05± 0.91 

Nm/(Wt*Ht)% 

3.26± 0.95 

Nm/(Wt*Ht)% 

↑ 

>0.05 

Chang, 2016 Strengthening exercise, 

stretching exercise 

4.96± 1.14 %BW∗ 

LL 

4.88± 0.81 %BW∗ 

LL 

↓ 0.74 

Holsgaard-

Larsen, 2017 

Neuromuscular exercise 

2.86± 0.83 

Nm/(Wt*Ht)% 

+0.12 

Nm/(Wt*Ht)% 

↑ 

<0.05 

Hunt, 2013 

Strengthening exercise 

3.75± 0.91 

Nm/(Wt*Ht)% 

3.70± 0.91 

Nm/(Wt*Ht)% 

↓ - 

King, 2008 

Strengthening exercise 

3.30± 0.72 

Nm/(Wt*Ht)% 

3.43± 0.49 

Nm/(Wt*Ht)% 

↑ 

>0.05 

Lim, 2008 Strengthening exercise (varus 

aligned) 

4.28± 

0.63%Nm/Wt*Ht 

4.40± 0.76 

Nm/(Wt*Ht)% 

↑ 

>0.05 

 Strengthening exercise 

(neutral aligned) 

3.58± 

0.94%Nm/Wt*Ht 

3.63± 1.11 

Nm/(Wt*Ht)% 

↑ 

>0.05 

Sled, 2010 

Strengthening exercise 

2.97 %Nm/Wt*Ht 

2.96 

Nm/(Wt*Ht)% 

↓ 

0.52 

Throp, 2010 Strengthening exercise, 

stretching exercise 

2.9± 

0.8%Nm/Wt*Ht 

2.6± 0.7 

Nm/(Wt*Ht)% 

↓ <0.05 

 

1.7.1.5 Common exercise program  

Based on present clinical guidelines of non-surgical management for knee OA, 

exercise-based knee OA management program are developed and practiced. The most 
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common ones are the Better management of patient with OsteoArthritis from Sweden and the 

Good Life with osteoArthritis in Denmark program from Demark.  

 

1.7.1.5.1 Better management of patient with OsteoArthritis 

The Better management of patient with OsteoArthritis (BOA) is a Swedish OA 

management program which started in 2008 (Thorstensson et al., 2015). The BOA program 

builds on the theoretical model of behavioral change (Prochaska and Velicer, 1997) and self-

determination theory (Deci et al., 1994). It consists of three main components: 1) education 

provided from physiotherapist on knowing of the disease and self-management strategies, 2) 

supervised neuromuscular control exercise, and 3) outcome registry. Its exercise component 

consists of patient education and individualized exercise either using a home-based or a 

physiotherapist-supervised approach (Error! Reference source not found.). A core 

component of this program is muscle strengthening exercise emphasizing neuromuscular 

control. The program also educates patients on the “concept of acceptable pain”. Pain 

intensity less than five out of ten during exercise and no intensification 24 hours after 

exercise is regarded as acceptable.  
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Figure 1.8 Procedure of BOA program (Adapted from Thorstensson et al., 2015) 

1.7.1.5.2 Good Life with osteoArthritis in Denmark program 

Good Life with osteoArthritis in Denmark (GLAD) program is built on the BOA 

program and initiated in 2013 from the University of Southern Denmark (Skou and Roos, 

2017). It is now the most widely used OA management model in the world, which is already 

applied in six countries including Denmark, Canada, Australia, China, Switzerland and New 

Zealand. The major components of GLAD are almost identical to BOA, which also consists 

of education, exercises and outcome measures components. The primary difference between 

the GLAD and BOA program lies in how exercise program is delivered. All the patients 

participating in the GLAD program undergo an eight-week supervised neuromuscular control 

exercise program, while it is optional for patients to participate in either supervised exercise 

or home-based exercise in the BOA program. Only less than one third of participants in the 

BOA program had supervised exercise. The researchers on GLAD program believe that 

supervised exercise is one of the key elements leading to the success of an exercise program.  

There was significant improvement in pain by 12.4/100 points and in quality of life by 
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5.4/100 points with an analysis of 9825 participants with knee OA in the GLAD program 

(Skou and Roos, 2017). The GLAD program also helped reduce risk of painkiller intake by 

19.2% in people with knee OA.  

 

Exercise programs for 6-8 weeks are proven to reduce pain and improve function in 

seniors with knee OA. The exercise components include muscle stretching, strengthening, 

balance and neuromuscular control training. Despite most of these programs demonstrated 

significant reduction in pain intensity and improvement in function, associations between 

exercise-induced modulation on joint alignment, muscle properties, pain, and joint 

biomechanics has not been explored comprehensively. 

 

1.8 Rationale and objectives of this study 

1.8.1 Knowledge gaps 

Although joint alignment and muscle properties are suggested as being important 

factors related to ambulatory biomechanics in people with medial knee OA, the relationships 

between joint alignment and muscle properties have only been partially studied. In addition, 

inconsistent findings were reported between joint loadings and clinical symptoms, such as 

pain and dysfunction. The following important information awaits clarification.  

1)  Most studies on joint alignment and joint biomechanics were focused on knee 

varus/valgus alignment. Torsion malalignment has been a concern because of its 

possible associations with OA severity and progression. One of the limitations in 

quantifying tibial torsion is on its demand on CT. Aside from financial burden and 

radiation exposure; CT scans only provide alignment measurement in a non-weight 

bearing position in daily orthopedic practice. It is necessary to measure joint 

alignment in a weight-bearing position and to assess joint alignment along the 
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horizontal in addition to the frontal plane. 

2) Most studies failed to delineate association between quadriceps muscle strength and 

joint loading. However, negative relationship between muscle strength and knee 

flexion excursion was reported in individuals with knee OA. Meanwhile, muscle 

performance is also related to its passive tension, particularly during eccentric 

contraction. The quadriceps muscle contracts eccentrically in the loading response 

phase of the gait cycle; relationships between passive quadriceps muscle tension and 

early stance knee sagittal kinematics might exist. Such information enables a better 

understanding of the interplay between muscle properties and joint kinematics, and 

provides support for exercise program design for people with knee OA. 

3) Inconsistent findings regarding pain intensity and joint loading were reported. The 

discrepancy in these findings might relate to difference in disease severity of subjects 

in the reports. Furthermore, pain intensity can be affected by several factors, such as 

lower limb alignment, knee joint load sharing between frontal and sagittal planes, etc. 

Possible relationships between pain intensity and joint loading require considerations 

on the impact of these factors and their interactions.  

4) An exercise program is recommended as the first line of management for people with 

knee OA. The commonly used programs in clinical practice are composed of 

exercises for flexibility, muscle strength, balance, and neuromuscular control. Despite 

the fact that most of these programs demonstrated significant reduction in pain 

intensity and improvement in dysfunction, associations between exercise-induced 

modulations on pain intensity and knee joint loading have not yet been 

comprehensively reported. Whether modulation on knee load sharing along the frontal 

and sagittal planes would provide more information than joint loading along a single 

plane is still an unexplored question. In addition, it remains to be investigated whether 
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exercise-induced modulation on quadriceps muscle properties is associated with 

alteration of knee gait biomechanics. 

 

1.8.2 Aim of this project 

The primary aim of this project was to investigate the role of joint alignment, 

quadriceps muscle properties and pain on joint biomechanics in people with mild and 

moderate knee OA.  

 

1.8.3 Objectives of this study 

1) To explore possible associations between lower limb torsional alignment, knee joint 

kinetics, and kinematics in people with medial knee OA.  

2) To delineate possible relationships between quadriceps muscle properties and early 

stance knee kinematics during walking in people with medial knee OA. 

3) To assess how KAM and pain intensity would be related in medial knee OA when 

taking the effects of KFM and joint alignment into consideration.  

4) To investigate whether exercise-induced modulation on (a) pain intensity and joint 

moments and (b) muscle properties and early stance phase knee kinematics would be 

related. 

In order to achieve the above objectives, a cross-sectional observation and an 

interventional study were conducted.   

 

1.8.4 Statement of hypotheses 

The hypotheses of this study were based on the literature review in this chapter. 

1) There would be associations between torsional alignment and KAM. Smaller external 

tibial torsion and external tibiofemoral rotation would be related to larger KAM and 
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larger sharing of KAM to total joint moments. 

2) Smaller external tibial torsion would be related to smaller early stance knee flexion 

excursion during gait. 

3) Stronger quadriceps strength would be associated with larger peak knee flexion angle 

and knee flexion excursion; however, higher passive tension of quadriceps would 

relate to smaller peak knee flexion and flexion excursion. 

4) Pain intensity would be negatively related to KAM and positively to KFM; there 

would be a negative relationship between pain intensity and KAM to total moments. 

5)  Modulation on KAM and KAM index would be related to change in pain intensity 

and dysfunctions after a six-week exercise-based rehabilitation program. Reduced 

passive muscle tension and increased strength of the quadriceps would relate to an 

increase in peak knee flexion angle or knee flexion excursion after the program. The 

above relationships might be specific to disease radiographic severity. 

 

1.9 Outline of this thesis 

In order to test the above hypotheses, a cross-sectional observation and a prospective 

interventional study were conducted. 

Investigations in relation to the cross-sectional study are presented in Chapter 2 and 

Chapter 3.  

In Chapter 2 we state the methodology of subject recruitment, and measurements of 

joint alignment, muscle passive and active properties and knee biomechanics. Relationships 

between lower limb alignment, especially tibial torsion and knee joint loadings during the 

early stance phase of the gait cycle, are described. Associations between muscle properties, 

lower limb alignment, and stance phase joint kinematics are reported. 

 In Chapter 3 we examine the relationships between early stance KAM and pain 
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intensity with a comprehensive model using path analysis.  

In Chapter 4 we describe the exercise-based rehabilitation program and present 

associations between exercise-induced modulations on joint kinetics, pain intensity, and 

functional limitation, as well as between joint kinematics and muscle properties.  

In Chapter 5 we integrate findings from the cross-sectional and interventional studies, 

review their limitations, and make suggestions for future studies. 

Chapter 6 is the overall conclusion. 
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Chapter 2 The relationship between lower 

limb alignment, quadriceps muscle and 

gait biomechanics in people with knee 

osteoarthritis 
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2.1 ABSTRACT 

Background 

Abnormal alteration of gait biomechanics was widely found in people with knee osteoarthritis 

(OA). Lower limb alignment and quadriceps muscle are two important factors affecting gait 

biomechanics. However, there lacked sufficient evidence indicating the relationship between 

torsional alignment and quadriceps muscle properties on knee kinetics and kinematics during 

walking.  

Aims 

Therefore, this study examined the relationships between torsional alignment and quadriceps 

muscle properties on knee kinetics and kinematics during gait in people with symptomatic 

knee OA using cross-sectional study design.  

Methods 

Lower limb alignments including tibial torsion, tibiofemoral rotation and varus/valgus 

alignments in standing were measured by EOS low-dose bi-planar x-ray system in 47 

participants with mild or moderate knee OA. Passive tension of quadriceps muscle was 

measured by ultrasound shear-wave elastography system. The kinetic information including 

external knee adduction moment (KAM), flexion moment (KFM) and the KAM index which 

was defined as (KAM/ (KAM+KFM)*100) and kinematic information including peak knee 

flexion angle and knee flexion excursion in early stance phase were analyzed using a motion 

analysis system so as to estimate the knee loads.   

Results 

External tibial torsion was positively associated with KAM in participants with moderate 

knee OA (r=0.59, p=0.02) but not in participants with mild knee OA. On the contrary, 

significant association was found between knee varus/valgus alignment and KAM in the mild 

knee OA group (r=0.58, p<0.001) and a sign of association in the moderate knee OA group 
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(r=0.47, p=0.08). External tibial torsion also was related to knee flexion excursion in 

participants with moderate knee OA (r=-0.72, p=0.01). Passive tension of vastus lateralis was 

associated with early stance phase knee flexion excursion (r= -0.36, p=0.07) in mild 

radiographic knee OA. Vastus medialis obliquus passive tension was associated with peak 

knee flexion angle (r=-0.63, p=0.04) in mild knee OA. 

Conclusions 

We concluded tibial torsion and passive tension of the quadriceps muscles are factors 

associated with early stance phase knee biomechanics in participants with knee OA. The 

associations were specific to OA radiographic severity. Radiographic severity might need to 

be considered when using gait modification as a rehabilitation strategy for this condition in 

order to maximize treatment effect.   
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2.2 INTRODUCTION 

Knee osteoarthritis (OA) is a common degenerative joint disorder in seniors. Among 

all knee OA categories, medial compartment knee OA has accounted for 67.8% in the eastern 

population (Zhang et al., 2001) and 85.4% in the western population (Felson et al., 1987). In 

people with knee OA, limitation in daily function and activities such as walking and stair 

climbing are their major problems (Barbour et al., 2017). Gait pattern alterations, such as 

knee kinematics and kinetics (Astephen et al., 2008a) are commonly observed and are 

associated with disease progression (Mills et al., 2013b).  

People with medial knee OA were found to have significant greater external knee 

adduction moment (KAM), the surrogate to show lateral-to-medial joint loading distribution , 

which linked to the more vulnerability of developing knee OA in the medial compartment 

because of this higher joint load on the medial compartment of knee (Schipplein and 

Andriacchi, 1991). Joint malalignment, besides being a risk factor associated with knee joint 

load distribution during weight-bearing activities (Andriacchi, 1994), was also regarded as a 

predictor to articular cartilage loss (Cicuttini et al., 2004) and knee OA progression (Cerejo et 

al., 2002). They also walked with altered knee sagittal kinematics, including an increase of 

initial contact flexion angle (Childs et al., 2004), a decrease of early stance peak flexion angle 

(Childs et al., 2004, Manetta et al., 2002) and a decrease of flexion excursion (Astephen et al., 

2008a). 

Tibial torsion, defined as the rotational alignment between tibial plateau and malleoli, 

was altered in people with knee OA (Turner, 1994), such that they had less external tibial 

torsion than people without knee OA(Turner, 1994, Yagi and Sasaki, 1986, Mochizuki et al., 

2017). Besides external tibial torsion being smaller, these participants also would have an 

increased varus malalignment as the disease progressed in the medial knee compartment 

(Yagi and Sasaki, 1986). A cadaveric study has reported both excessive internal tibial torsion 
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of over 20° and more external tibial torsion would increase the medial compartment knee 

joint contact pressure (Kenawey et al., 2011). These findings suggested either a reduced or 

increased external tibial torsion would induce a change in joint contact pressure. In 

participants with end-stage medial knee OA and internal tibial torsion malalignment, their 

second peak of KAM during walking was higher than those without any torsional 

malalignment and the normal controls (Krackow et al., 2011). These suggested the joint 

contact force and mechanical load distribution of the knee might be related to tibial torsion. If 

this relationship did exist, then knowing how these two factors behave at the early stance 

phase of gait would be important because the peak KAM during stance phase of walking was 

a strong predictor for the long-term medial-to-lateral cartilage erosion (Chehab et al., 2014). 

The dynamic internal tibiofemoral rotation during the early stance phase was reduced in 

people with medial compartment knee OA (Bytyqi et al., 2014, Nagano et al., 2012), and the 

reduction became more evident when the condition had progressed (Zeng et al., 2017). 

Therefore, the change in the tibiofemoral rotation would affect knee flexion motion due to 

this disrupted “reverse screw-home” mechanism. It is therefore necessary to measure this 

rotation and how it relates to knee joint motions and loads during walking. Recently, low 

dose bi-planar x-ray scanner has become available to measure the torsional alignments, by 

which scanning was conducted in a weight-bearing condition (Buck et al., 2012b, Guenoun et 

al., 2012).  

Aside from joint alignment, quadriceps muscle strength is known to associate with 

knee kinematics such as knee flexion excursion (Schmit and Rudolph, 2007) and peak knee 

flexion angle (Murray et al., 2015b) during gait in advanced knee OA. Little evidence has 

been reported in people with early knee OA. During the loading response phase of the gait 

cycle, quadriceps muscles lengthened to facilitate a smooth transfer of body center of mass to 

the loading limb. The elasticity of muscular and passive structures contribute to the 
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generation of eccentric force (Hessel et al., 2017). When under a constant external force, 

higher muscle passive elasticity resulted in smaller joint range of motion (Sobolewski et al., 

2013). A question therefore arises as whether higher quadriceps elastic properties would 

associate with knee kinematics during the early stance phase of gait cycle.  

This study aimed to investigate the effects of tibial torsion and quadriceps muscle 

properties on stance phase knee sagittal kinematics in people with mild and moderate knee 

OA. in people with medial compartment knee OA. We hypothesized that external tibial 

torsion and tibiofemoral rotation were associated with the joint loads during walking. More 

specifically, reduced external tibial torsion and internal tibiofemoral rotation would be 

associated with greater external knee moments in the stance phase. By exploring such 

associations, we could then develop a better understanding on how torsional alignment would 

affect joint loading in participants with knee OA.  

 

2.3 METHODS 

2.3.1 Study design 

This is a cross-sectional observational study. 

2.3.2 Participants 

Participants with knee OA attending the orthopaedic clinic of a local hospital were 

invited to join the study if they met the following criteria: 1) aged between 50 and 80 years, 2) 

had radiographic evidence of knee OA in the medial compartment of tibiofemoral joint with 

Kellgren-Lawrence (KL) grading of less than 4, 3) had a minimum pain score of 2 on an 11-

point visual analog scale (VAS) in the past month while walking (Hall et al., 2017). 

Participants would be excluded if they had any of the followings: 1) more osteophytes in the 

lateral than the medial knee compartment, 2) intra-articular injection within the past 6 months, 
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3) rheumatoid arthritis, 4) history of surgery to either knee joint, 5) other muscular, joint or 

neurological conditions influencing lower limb function, 6) low back, hip, ankle or foot pain 

of more than 3 on VAS, 7) unable to walk without assistance and, 8) body mass index 

(BMI) >36 kg/m
2
. The sample size calculation was conducted after a pilot study of 

correlating pain with quadriceps muscle passive tension. Based on that design and the 

findings of the pilot study revealed that for an effect size of 0.43, the sample size needed 

would be 38 to obtain an 80% power with α level of 0.05. 

Diagnosis of knee OA was made according to ACR guideline (Altman et al., 1986), 

and grading of the OA severity by KL scaling system were determined by two experienced 

orthopedic surgeons. The severity of knee OA was categorized as mild (KL grade 1 and 2) 

and moderate (KL grade 3) (Henriksen et al., 2012) and these categories would be included in 

the analysis.  

This study was approved by the Human Subjects Ethics Committee of the 

administrating institution. All participants gave their written informed consent before being 

tested.  

2.3.3 Outcome measurement 

2.3.3.1 Joint alignment 

Joint alignment during stance was examined with a low-dose bi-planar X-ray imaging 

system (EOS imaging, Paris, France) (Illés and Somoskeöy, 2012) by an experienced 

radiographer. Subjects were asked to stand in the center of the testing gantry with their right 

leg shifted forward for around 4 cm to ensure clear bony structure recognition. A three-

dimensional reconstruction of the lower limbs was performed with sterEOS (Version 1.6, 

EOS imaging, Paris, France). Anatomical reference points were identified on both the sagittal 

and coronal planes including femoral head, neck, greater and lesser trochanters, intercondylar 

notch, lateral and medial femoral condyles, tibial spine, lateral and medial tibial plateau, 
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distal tibial articular surface and medial malleolus. Bony contours were adjusted according to 

the EOS guidelines by the assessor.  

Knee alignment angles were computed by the sterEOS software. Tibial torsion angle 

was measured by drawing from the posterior tibial plateau tangent axis to the bi-malleolar 

axis (Figure 2.1A), whereas tibiofemoral rotation angle was measured from the posterior 

femoral bi-condylar axis to the posterior tibial plateau tangent axis (Figure 2.1B). A 

clockwise value was defined as external and a counter clockwise value was internal rotation 

for the right leg while the reverse applied for the left leg. Knee varus/valgus was measured as 

the angle between the longitudinal axes of femur and tibia. Reliability test was conducted in 6 

subjects and excellent inter-day reliability was obtained for knee varus angle (ICC=0.99, p 

<0.001), tibial torsion (ICC=0.93, p<0.001) and tibiofemoral rotation (ICC=0.95, p<0.001). It 

was reported in previous literature that standard error of measurement equaled to 0.43° and 

minimal detectable difference equaled to 1.20° with prosthesis after total knee arthroplasty 

(Meijer et al., 2014). 
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Figure 2.1 Diagram of torsional alignments measurement (A: tibiofemoral rotation, B: tibial 

torsion) 

 

2.3.3.2 Knee joint loads and flexion motion during gait 

Knee loads were estimated using a motion analysis system that comprised eight 

cameras (MX T40, Vicon, Oxford, UK) and two floor-mounted force plates (Kistler Group, 

Winterthur, Switzerland). The sampling rates were 1000Hz for kinematic data and 100Hz for 

kinetic data. The Vicon camera had a mean positioning error of 0.15mm and dynamic 

positioning error of below 2mm (Merriaux et al. 2017), which indicated this system had high 

precision and accuracy in capturing motion change. In the current study, the frame rate of the 

cameras was set at 100 Hz. Kistler force plate was widely used to measure the direction and 

also the position of force vector. The threshold of measurement was less than 10 mN 

(Mizoguchi & Calame 1995). 

The two data sets were recorded and synchronized. Reflective skin markers were 

applied according to the guidelines of standard Lower limb Plug-In-Gait marker set(Hall et 

al., 2016). Subjects were instructed to walk unshod and without any assistive device on an 8-
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meter footpath in self-selected speed. A data set was collected during static standing for 

lower limb model building. Practice trials were given to the subjects for them to acquaint 

with the testing procedures. Data collection would start after the practice trials and a 

minimum of five successful walking trials in each leg with clean foot strike from heel-strike 

to toe-off on the force plates would be recorded (Creaby et al., 2010).  

External knee joint moments and knee flexion motion were calculated with Vicon 

Nexus software (Version 2.5, Oxford, UK) using Lower limb Plug-In-Gait model. Gait events 

of heel strike and toe-off were identified when the magnitude of the force plate was above 

and below 10N, respectively. Peak KAM and KFM in this study were respectively defined as 

the maximum values of knee moment in the frontal and sagittal planes during the initial 50% 

of stance phase. They were normalized to body weight and reported in Nm/kg. A KAM index 

was calculated using the formula: (KAM/ (KAM + KFM))*100, which represented the 

percentage of load sharing between the frontal and sagittal planes. Peak knee flexion angle 

was identified as the maximum knee angle between initial contact and loading response. 

Knee flexion excursion was defined as the knee angle range between the angle at initial 

contact and peak knee flexion angle (Creaby et al., 2013). All kinetic and kinematic data were 

estimated by the average of five trials. Moderate test-retest reliability with ICC = 0.51-0.70 

for KFM (Meldrum et al., 2014) and excellent test-retest reliability ICC = 0.98 for KAM 

(Creaby et al., 2010) were reported when using Vicon system and Plug-in-Gait model. 

2.3.3.3 Passive tension of the quadriceps 

The passive tension of the three superficial heads of quadriceps was measured with an 

ultrasound elastography system (Aixplorer Version 4.2; Supersonic Imagine, Aix-en-

Provence, France). Ultrasound shear-wave electrography was a technology to detect 

viscoelastic property of soft tissues. Using this imaging approach, shear modulus of 

individual heads of quadriceps could be quantified according to the propagation velocity of a 
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beam of shear-wave along the longitudinal axis of the ultrasound probe. It agreed well with 

Young’s modulus measured by material testing (Eby et al., 2013) and has been used in the 

study of quadriceps femoris in human (Xu et al., 2018). 

A 4-15 MHz linear ultrasound transducer probe (Supersonic Imagine, Aix-en-

Provence, France) was used with “Musculoskeletal” preset. Measurements were taken at 

vastus lateralis (VL), rectus femoris (RF) and vastus medialis obliquus (VMO). The 

measurement sites were marked on skin: 1) VL at distal 1/3 between anterior superior iliac 

spine and patella lateral boarder; 2) RF at 1/2 between ASIS and patella superior boarder; 3) 

VMO at distal 1/5 between anterior superior iliac spine and patella medial boarder (Xu et al., 

2018). Participants lay supine on a plinth with the hip in full extension and knee in 60° 

flexion. Ultrasound elastography measurements were conducted after the participants had 

rested 10 minutes. The ambient temperature was maintained at 25
°
C throughout the testing. 

The probe was positioned perpendicularly to the muscle belly and parallel to the muscle 

fibers. Abundant ultrasound gel was applied and pressure from the probe was carefully 

controlled to avoid compressing the underlying structures. A video of 10 seconds was 

recorded for each muscle head and only the middle 5 frames were selected to calculate the 

means of shear modulus. This measurement had excellent intra-rater reliability to quantify 

shear modulus in 4 participants on the 3 muscle heads (ICCVL= 0.84, ICCRF= 0.73, ICCVMO= 

0.99). The standard error of measurement of the three muscle heads ranged from 0.03 to 1.80 

kPa. 

2.3.3.4 Knee extensors strength 

Two experienced physical therapists assessed the strength of knee extension with a 

hand-held dynamometer (Nicholas Manual Muscle Tester, Lafayette Instrument Company, 

Indiana, US). Participants sat on a chair with straps fastening upper body, and the hips and 

knees flexed at 90°. The hand-held dynamometer was positioned anteriorly to the lower leg 
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just above ankle joint. Three recordings were made with the therapist giving verbal 

encouragements to the participants to perform maximal knee extension against the 

dynamometer. This method has good validity and excellent reliability (Hansen et al., 2015). 

The mean value of three measurements was used. Knee extension torque was calculated as 

maximum strength multiplied by shank length and normalized to body mass (Nm/kg). 

2.3.4 Statistical analysis 

Statistical analysis was conducted using SPSS (Version 23.0, IBM Corp., New York, 

US). Distribution of each variable was assessed by Shapiro-Wilk test. Homogeneity of 

variance was tested by Levene’s test. Demographic group differences of radiographic severity 

were assessed by Welch’s t tests for unequal variances. 

Candidate variables including age, gender, pain intensity, walking speed were pre-

screened with two-tailed Spearman’s correlation coefficient test at p<0.10 as co-variates. 

Partial Pearson’s correlation coefficient tests were conducted to examine the association of 

knee alignments, quadriceps muscle properties, knee joint loads and flexion motion 

controlling for age, gender and pain for all participants. Interaction between OA radiographic 

severity and alignments was calculated with regressions. Sub-group analyses according to 

radiographic severity were also conducted when there was significant interaction. The 

missing data was one in peak knee flexion angle, knee flexion excursion and quadriceps 

strength respectively, and they were handled with pairwise deletion. Analysis of covariance 

was used to estimate group difference on joint alignment controlling for age and gender, and 

on knee joint loads controlling for gender, pain intensity and speed. 
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2.4 RESULTS 

2.4.1 Demographic information 

Forty-seven participants were recruited. Demographic information of the participants 

was shown in Table 2.1. In general, participants aged between 50 and 77 years old and 79% 

of them were female. Sixty-four percent of the participants had mild knee OA and 36% had 

moderate knee OA. Majority (91%) of them had bilateral knee OA. 

 

Table 2.1 Demographic information of participants 

 All (n=47) Mild (n=30) Moderate (n=17) 

Age (year) 62.1 ± 6.0 60.7 ± 5.8 64.4 ±5.8 
*
 

Gender (Female/male) 37/10 27/3 10/7 * 

Height (m) 1.6 ± 8.6 1.6 ±6.6 1.6± 11.6 

Weight (kg) 65.4 ± 11.5 62.8 ± 9.5 70.0 ± 13.5 

BMI (kg/m
2
) 26.4 ± 3.6 25.4 ± 3.4 27.8 ± 3.4 

*
 

Pain (VAS) 5.12 ± 1.8 4.8 ±1.7 5.8 ± 1.7 

Walking speed (m/s) 1.0 ± 0.2 1.1 ±0.2 0.9± 0.2
*
 

* Difference between mild and moderate group p<0.05 

 

2.4.2 Correlation between torsional alignments with knee kinetics  

Tibial torsion demonstrated an insignificant association with KAM when analysis was 

done by combining both the moderate and mild OA groups (r =0.07, p=0.67; Figure 2.2A). 

However, when there was significant interaction of severity between tibial torsion and KAM 

(p=0.008), sub-group analysis revealed a significant positive association between tibial 

torsion and KAM in the moderate knee OA group (r =0.59, p=0.02; Figure 2.2B) but not with 

the mild knee OA group (r =-0.19, p=0.34; Figure 2.2C). The tibiofemoral rotation and KAM 

were not related with either combined or sub-group analyses. Besides, there was no 

relationship between joint alignments and KFM with the combined or sub-group analyses. 

Knee varus angle and KAM were significantly associated with one another when analyzed 
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for all the participants (r = 0.59, p<0.001); no significant interaction was found (p=0.22). The 

varus angle was also associated with KAM index (r=0.34, p=0.02). 

 

Figure 2.2 Scatter plots of external knee adduction moment and tibial torsion. (A: all 

participants, B: mild OA, C: moderate OA) 

 

2.4.3 Correlation between joint alignment and knee flexion kinematics  

Details of the relationships between joint alignment and knee flexion kinematics are 

shown in Table 2.2. Knee varus angle was negatively associated with knee flexion excursion 
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(r=-0.39, p=0.01) in all participants.  

Significant interaction was only detected between tibial torsion and OA severity for 

knee flexion excursion (P<0.001). It was shown in the subgroup analysis that significant 

association between tibia torsion and the early stance phase knee flexion excursion was 

established in the moderate group (r=-0.72, p=0.01; Figure 2.3B). Greater external tibial 

torsion was associated with less knee flexion excursion or smaller external tibial torsion was 

related to greater knee flexion excursion. Such observation could not be detected in those 

with mild radiographic changes.  

Table 2.2 Association between knee sagittal kinematics and alignment 

Controlling for gender, age, speed 

 

 Tibiofemoral rotation Tibial torsion Knee varus angle 

 Correlation 

coefficient 
p value Correlation 

coefficient 
p value Correlation 

coefficient 
p value 

  Peak knee flexion angle 0.02 0.90 -0.06 0.71 -0.09 0.57 

  Knee flexion excursion 0.28 0.07 -0.18 0.25 -0.39 0.01 
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Figure 2.3 Scatter plots of relationship between tibial torsion and knee flexion excursion. (A: 

mild knee OA; B: moderate knee OA) 

 

2.4.4 Correlation between muscle properties and joint kinematics  

Table 2.3 shows the relationships between joint kinematics and active and passive 

properties of the quadriceps muscle. There was no association between muscle property and 

knee flexion angles in early stance phase in all subjects. There was also interaction of severity 

between knee flexion excursion and VL shear modulus (p=0.09), a marginal negative 

association was found in mild OA (r=-0.36, p=0.07) when control for gender and walking 

speed as shown in Figure 2.3A. Interaction effect of OA severity was found between peak 
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knee flexion angle and VMO shear modulus (p=0.05); under the subgroup analysis, a 

marginal positive correlation (r=0.36, p=0.06) was found in mild OA as shown in Figure 

2.4B. These findings suggested greater VL shear modulus was associated with less knee 

flexion excursion in participants with mild knee OA; and greater VMO shear modulus was 

related to larger peak knee flexion angle in participants with mild knee OA. There was no 

significant relationship between RF shear modulus and knee kinematics. In addition, 

maximum knee extension torque was not related to peak knee flexion angle or knee flexion 

excursion. 

 

Table 2.3 Relationship between quadriceps muscle properties and early stance knee sagittal 

kinematics 

 VL RF VMO Extension torque 

 r 
p 

value 
r 

p 

value 
r 

p 

value 
r 

p 

value 

  Peak knee 

flexion angle 
0.06 0.73 -0.04 0.79 0.07 0.66 0.01 0.97 

  Knee flexion 

excursion 
-0.27 0.10 0.04 0.80 -0.01 0.94 0.08 0.61 

 controlling for gender, age, speed 
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Figure 2.4 Scatter plots of relationship between muscle shear modulus and knee sagittal 

kinematics in early stance phase (A: VL shear modulus and knee flexion excursion; B: VMO 

shear modulus and peak knee flexion angle) 

 

2.4.5 Group differences on joint alignments, knee kinetics and kinematics 

There was no significant difference in tibial torsion (p=0.58), tibiofemoral rotation 

(p=0.15) or knee varus angle (p=0.10) between the mild and moderate knee OA groups but 

the moderate group had significantly higher KAM than the mild group (p=0.02). There was 

no significant group difference in KFM (p=0.55) or KAM index (p=0.16). Mild OA had 

significant larger knee flexion excursion than moderate OA (p=0.05). Details could be found 

in Table 2.4. 
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Table 2.4 Alignment and knee joint loads in mild and moderate knee OA 

a. Adjusting for gender, age 

b. Adjusting for gender, pain intensity and walking speed 

 

 2.5 DISCUSSION 

Findings from this study provided evidence that tibial torsion was associated with 

both knee joint loading and knee flexion motion of early stance phase. This was the first 

study investigating the relationship between quadriceps passive tension and knee flexion 

motion in people with knee OA. Passive tension of vastus lateralis was related to knee flexion 

excursion and the relationship was specific to radiographic disease severity. Passive 

quadriceps muscle properties and knee flexion motion were related in participants with mild 

knee OA, while external tibial torsion was related to knee biomechanics in OA patients with 

moderate radiographic severity. 

We adopted the tibial torsion and tibiofemroal rotation as measures of torsional 

alignments and the values obtained in this study were similar to those reported in the 

literature that tibial torsion was between 25° and 27° (Buck et al., 2012b, Duparc et al., 2014, 

 All Mild Moderate P value 

Alignment 
a
     

Tibial torsion (°) 26.5 ±5.8 26.8 ±5.8 25.9 ± 5.8 0.58 

Tibiofemoral rotation (°) 1.6 ± 8.1 4.2 ± 7.9 -3.0 ± 6.2 0.15 

Knee varus angle (°) 6.7 ± 5.0 4.4 ± 3.1 10.7 ± 5.1 0.10  

Kinetics 
b
     

External knee adduction 

moment (Nm/kg) 
0.5 ± 0.2 0.5 ± 0.2 0.5 ± 0.2 0.02* 

External knee flexion moment 

(Nm/kg) 
0.5 ± 0.3 0.5 ± 0.3 0.5 ± 0.2 0.55 

Kinematics 
 b
     

Peak knee flexion angle 18.9 ± 7.2 19.7 ± 5.8 17.6 ± 9.2 0.38 

Knee flexion excursion 4.7 ± 1.9 5.2 ± 1.4 3.8 ± 2.2 0.05 
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Bombaci et al., 2011) whereas tibiofemoral rotation was between 2
o
 and 4° (Matsui et al., 

2005, Duparc et al., 2014) which were reportedly measured by computed tomography in 

people with medial knee OA. The fact that we had used a relatively new approach of EOS 

and the measurements were taken in a weight-bearing condition and generated similar values 

as those reports using computed tomography is suggestive that our method can be applied in 

future for weight-bearing activities to simulate more functional testing. 

The finding of present study indicated that tibia torsion was related to both knee joint 

loadings and flexion excursion in moderate knee OA. Greater external tibial torsion was 

associated with larger KAM and KAMI in participants with moderate knee OA. This result 

indicated that participants with more external tibial torsion were likely to have larger medial 

compartment joint load in participants with moderate knee OA. It was consistent with a 

previous cadaveric study by Kenawey et al. (Kenawey et al., 2011) which measured joint 

contact pressure directly. They found the joint contact pressure of knee medial compartment 

had a linear trend of increase within the range from 10° internal tibial torsion to 60° external 

tibial torsion (Kenawey et al., 2011). In this study, the external tibial torsion ranged from 16° 

to 40° that fell into the range mentioned by Kenawey et al.; increase in external tibial torsion 

would associate with joint contact pressure of knee medial compartment within this range. 

Furthermore, increase in external tibial torsion was associated with higher KAM, and lower 

KAM was likely to be found in those with more internal tibial torsion. Although medial joint 

contact pressure began to increase after 10° of internal tibial torsion, the contact pressure at 

20° of internal tibial torsion was still similar to that at neutral position (Kenawey et al., 2011). 

This indicated a small internal tibial torsion of less than 20
o
 might be biomechanically 

beneficial to people with moderate knee OA. However, since none of our participants had 

excessive internal tibial torsion, it cannot be ruled out that higher internal tibial torsion might 

increase the medial compartment load (Lindgren and Seireg, 1989). Also, tibial torsion was 
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strongly associated with foot progression angle in the adult population (Hudson, 2016). Toe-

out gait pattern was observed in participants with greater external tibial torsion (Hudson, 

2016), and increased early stance KAM was observed in those walked with toe-out gait 

whereas the KAM would reduce in those with toe-in gait in participants suffering from 

medial compartment knee OA (Simic et al., 2013, Khan et al., 2017, Shull et al., 2013). 

Therefore, these might explain the present findings that more external tibial torsion was 

associated with greater KAM. Besides, the association between tibial torsion and KAM was 

only revealed in the moderate group but not in the mild knee OA group. In participants with 

moderate knee OA, tibial torsion could have a stronger effect on the knee rotational 

compensatory mechanism (Moussa, 1994, Cooke et al., 1990), which would help to shift the 

force transmission from the frontal to the sagittal plane that might reduce KAM. In addition, 

we found that external tibial torsion angle was also negatively associated with knee flexion 

excursion during early stance phase of gait in the moderate knee OA. Tibial torsion angle was 

compensatory for the lower limb torsional alignments to neutralize foot progression angle 

(Cooke et al., 1990), and the amount of tibial torsion angle was consistently associated with 

foot progression angle (Hudson, 2016). Alteration of foot progression angle might reduce the 

peak knee flexion angle (Cui et al., 2019), thus the overall knee flexion excursion. Further 

study is suggested to investigate the relationship between tibial torsion and foot progression 

angle. 

Originally, we thought tibiofemoral rotation would be related to knee biomechanics 

during early stance phase of gait cycle in people with knee OA. However, our findings could 

not establish any relationship between tibiofemoral rotation and external knee moments or 

knee flexion angles. The dynamic internal tibiofemoral rotation toward the end of knee 

extension was described as the “screw-home mechanism”, which has a functional importance 

to lock the knee and stabilize the joint (Hallen and Lindahl, 1966). This mechanism was 
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altered in people with knee OA (Bytyqi et al., 2014) and even disappeared in those with 

advanced stage of knee OA (Hamai et al., 2009). Absence of the “screw-home mechanism” 

could affect the joint stability; thus it disturbed knee flexion-extension motion and increased 

the joint load. However, our results did not reveal tibiofemoral rotational alignment during 

static standing had any relationship with either external knee moments or knee flexion motion. 

It implied that the role of tibiofemoral rotation on joint loading and flexion motion under 

static standing and dynamic walking conditions was different, and this needs to be further 

explored.   

It has been well reported KAM was directly related to varus deformity in people with 

knee OA (Foroughi et al., 2009). Biomechanically, larger varus deformity was related to 

longer level arm from the joint center on the frontal plane thus leading to greater KAM. 

Correction of knee varus deformity was still regarded as the optimal management strategy to 

reduce KAM in people who had total knee replacement due to knee OA (Ro et al., 2019). 

Besides, it was also revealed in present study that larger knee varus angle were accompanied 

with smaller knee flexion excursion. Therefore, knee varus deformity should still be one of 

the main target in order to enhance gait performance in people with medial knee OA. 

This study also detected the association between passive tension of the quadriceps 

muscle heads and knee kinematics during gait. Passive tension of VL and early stance knee 

flexion excursion was negatively related in people with mild radiographic knee OA. Such 

findings partially support our hypothesis that people with greater VL shear modulus walked 

with less knee flexion excursion during the early stance phase of gait. Quadriceps muscles 

contract eccentrically and the elasticity of each individual muscle head could contribute to 

eccentric force generation that control knee motion during the loading phase of gait (Hessel et 

al., 2017). The VL, being the largest muscle of the quadriceps group that accounts for over 30% 

of total volume (Ema et al., 2017), might contribute the most to control knee motion during 
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the loading response phase. The RF, being a two-joint muscle, would contribute to control 

both hip extension and knee flexion movements. During the loading phase, the inter-joint 

movements between the hip and knee joints might reduce the effects of RF tension on knee 

motion. The major role of VMO was a medial patellofemoral joint stabilizer during end range 

of knee extension with its fibers inserting at 65° medial to femoral axis (Flandry and Hommel, 

2011). We assumed that greater VMO passive tension would enhance patellofemoral joint 

stability and might enable greater knee flexion during early stance phase, the result was 

consistent with our assumption. It was possible that greater shear modulus of VMO might 

provide patellofemoral joint stability during gait in people with knee OA. Thus, difference of 

morphology and alignment of the three superficial heads of the quadriceps might lead to their 

unique effects on the overall knee sagittal kinematics during gait.  

No association was found between knee extension torque and early stance flexion 

angles. It disagreed with findings from Farrokhi et al. that extension strength and peak knee 

flexion angle were related in more advanced knee OA (Farrokhi et al., 2015b). We postulated 

that due to increase in joint instability in individuals with more advanced degeneration, 

greater muscle strength would be needed to enhance dynamic joint stability for joint 

excursion. Also, during the early stance phase, people with knee OA only developed less than 

60% of the maximal quadriceps force (Hubley-Kozey et al., 2006). This could partially 

explain the non-significant relationship between maximal voluntary quadriceps strength and 

knee flexion excursion in our participants. 

The relationship between passive muscle properties and knee joint kinematics was 

more likely detected in participants with mild knee OA, which was consistent with our 

assumption that association between muscle properties and knee flexion kinematics would be 

more evidenced in people with less structural changes. The radiographic severity specific 

relationships between quadriceps muscle properties and knee early stance biomechanics 
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implied that quadriceps muscle properties could have a more influential role in the earlier 

stage of knee OA. In view of the relationship between knee joint kinematics, joint force and 

disease progression, it is important to maintain adequate knee flexion excursion and knee 

flexion angle during the early phase of gait. Findings from the present study might suggest 

the importance of passive properties of the superficial heads of the quadriceps, especially the 

VL passive tension to be intervened when the disease is in its early stage. Muscle 

strengthening including the quadriceps muscle is one of the recommendations for patients 

with knee OA. Improvement on quadriceps muscle strength (Raposo et al.) and clinical 

symptoms (Goh et al., 2019) have been reported. Taking together, both passive and active 

components of the quadriceps muscle should be assessed and be maintained with exercises 

for optimization of knee joint kinematics in people with knee OA, in particularly in the early 

stage of disease with less structural changes. 

There were a few limitations in this study. First, joint loading on the transverse plane 

was not reported. The reason we did not report the transverse joint loading was because of its 

minimal contribution at the stance phase (Asay et al., 2018) and its relatively low accuracy 

when captured using the motion analysis system (Duffell et al., 2014). Second, muscle 

passive tension of quadriceps was measured in a static status of non-weight-bearing position. 

Ultrasound shear-wave electrography was a technology to detect viscoelastic property of soft 

tissues. Using this imaging approach, shear modulus of individual heads of quadriceps could 

be quantified according to the propagation velocity of a beam of shear-wave along the 

longitudinal axis of the ultrasound probe. It agreed well with Young’s modulus measured by 

material testing (Eby et al., 2013) and has been used in the study of quadriceps femoris in 

human (Xu et al., 2018). Yet, shear modulus quantified by this technology could only reflect 

passive tension of superficial heads of quadriceps in a static status. Measuring real-time 

passive viscoelastic property of skeletal muscle in vivo has not been reported due to 
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technological limitation. Third, the measurements of the quadriceps mechanical properties 

and muscle strength were examined in lying and sitting positions, respectively. The knee joint 

was at an open chain condition. During the early stance phase of gait, the knee joint was 

functioned in a close kinetic chain manner where co-contraction of other muscles, such as the 

hamstrings and gastrocnemius muscles. Further study might include measurements of the 

muscle mechanical properties and muscle strength under closed chain condition. Four, we did 

not include participants with advanced knee OA, who usually have severe joint malalignment. 

The excessive torsional malalignment would likely have a significant effect on knee 

biomechanics during gait. However, there is a technical difficulty to examine people with 

advanced knee OA because of the massive osteophytes in their knee joints would obscure the 

bony contours in the bi-planar x-ray images rendering it difficult to identify the torsional 

angles.  

2.6 CONCLUSIONS 

In conclusion, the finding of present study showed OA severity specific association in 

relation to lower limb alignments, quadriceps muscle properties and knee biomechanics 

during gait in people with knee OA. In mild OA, shear modulus of vastii was a factor 

associated with knee flexion performance; in moderate knee OA, tibial torsion was associated 

with both knee joint loadings and knee flexion excursion. Tibial torsion angle should 

therefore be considered when designing biomechanical modification for people with 

moderate knee OA. Besides, it also hinted that strategies for enhancing knee biomechanical 

performance in early stance phase may need to be designed according to radiographic 

severity of knee OA.  
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3.1 ABSTRACTS 

Background 

High biomechanical loading is believed to be a risk factor to pain in people with knee 

osteoarthritis (OA), but controversial findings were reported on the relationship between 

external knee adduction moment (KAM) and pain previously. A more comprehensive 

analysis considering other factor such as external knee flexion moment (KFM) could help 

better reveal this relationship. 

Aims 

This study explored the relationship between external knee adduction moment and pain 

intensity in subjects with knee osteoarthritis (OA) using an integrated path analysis model.  

Methods 

This study is a cross-sectional study based on laboratory setting. Forty-seven subjects with 

clinical and radiographic medial knee OA were analyzed for their external knee adduction 

moment (KAM) and knee flexion moment (KFM) during walking using a motion analysis 

system. Pain intensity was measured by visual analogue scale (VAS) and the pain subscale of 

the Knee Injury and Osteoarthritis Outcome Score. Varus/valgus alignment was captured and 

quantified using a bi-planar X-ray system. Using a path analysis model, the relationships 

between pain intensity, KAM, KFM, OA radiographic severity, knee varus angle and walking 

speed were examined.  

Results  

The proposed path model met the goodness-of-fit criteria. Based on this model, KAM had a 

negative effect on VAS pain indirectly through the mediation of KFM. The model indicated 

KAM and KFM were negatively related to one another; and KFM was positively related to 
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VAS. The KAM index, defined as (KAM/ (KAM+KFM))*100, was negatively related to 

VAS.  

Conclusions 

Path analysis enabled the construction of a more integrated pathokinetic framework for 

people with knee OA. The KAM index which reflected the load sharing on the frontal and 

sagittal planes also revealed its relationship with pain. Re-distribution of mechanical loading 

from frontal to sagittal plane might be a strategy for pain avoidance associated with 

mechanical irritation. 
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3.2 INTRODUCTION 

Knee osteoarthritis (OA) is a common problem in the senior population worldwide 

(James et al., 2018) and activity-related pain is the most predominant disabling symptom of 

this condition (Felson, 2005). More importantly, there is an upward trend in the prevalence of 

knee pain associated with OA (Nguyen et al., 2011). In people over 55 years of age, about 10% 

had mild-to-moderate knee pain, and between 2% to 4.8% would suffer from severe pain and 

disability caused by OA (Peat et al., 2001, Liu et al., 2018). The pain and disability would 

lessen their willingness to participate in physical and social activities (Stubbs et al., 2015), 

and strongly affect their health-related quality of life (Alkan et al., 2014).  

Most pain in knee OA is activity triggered especially in weight-bearing situations 

(Neogi, 2013, Hawker et al., 2008). Extrinsic and intrinsic factors that increase joint 

mechanical loading lead to greater intensity of knee pain (Felson, 2013). Physically 

demanding occupations, habitual and intense physical activities had strong relationship with 

knee pain and joint degeneration (Silverwood et al., 2015b); people who were over-weight 

had over two fold higher risk of knee OA and obesity was related to 24.6% of new onset of 

knee pain (Silverwood et al., 2015b). Excessive knee loading during gait, in particular, the 

external knee adduction moment (KAM), has been proposed as an essential intrinsic factor 

for OA related pain. Amin et al. found that seniors with higher peak KAM were more likely 

to develop chronic knee pain within 3-4 years (Amin et al., 2004). Nevertheless, studies in 

search of relationship between KAM and pain intensity reported inconsistent findings
 

(Astephen et al., 2017, Hall et al., 2016, Henriksen et al., 2012, Thorp et al., 2007). In 

participants with mild radiographic knee OA, peak KAM was significantly higher in the 

symptomatic than the asymptomatic groups (Thorp et al., 2007, Astephen et al., 2017). 

However, a negative relationship between peak KAM and pain intensity was reported by 

Henriksen et al. (Henriksen et al., 2012). It was also found that greater KAM impulse was 
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related to higher pain intensity in participants with moderate radiographic knee OA 

(Henriksen et al., 2012, Hall et al., 2016), but this was associated with lower pain intensity in 

participants with severe radiographic knee OA (Hall et al., 2016). It is essential to consider 

the degree of OA severity when exploring the relationship between KAM and pain intensity 

in view of the fact that such a relationship was very likely to be specific to radiographic 

severity, 

Peak external knee flexion moment (KFM) reflected joint loading, and the load would 

trigger pain in participants with knee OA. In people with symptomatic mild knee OA, the 

KFM at early stance phase was lower than their asymptomatic counterparts (Astephen et al., 

2017), but people with higher KFM were more likely to develop pain after exercises (Boyer 

and Hafer, 2019). In view that KAM and KFM occur nearly simultaneously with the first 

peak of medial joint contact force at about the initial 23% of the total gait cycle (Manal et al., 

2015), Simic et al. reported that increase in KFM was associated with a reduction in KAM 

with gait modification (Simic et al., 2013). They also found that KAM would drop but KFM 

would rise with toe-in gait; whereas the opposite was observed with toe-out gait during the 

first half of stance phase in people with knee OA (Simic et al., 2013). These findings 

suggested an inverse relationship existed between KAM and KFM (Uhlrich et al., 2018). In 

order to better understand the relationship between KAM and pain, an analysis on the 

simultaneous change between KAM and KFM when taking into considerations of factors 

such as joint alignment (Hurwitz et al., 2002)
 
 and walking speed (Robbins and Maly, 2009) 

might better explain the direct relationship between KAM and pain.  

Load sharing among the three anatomical planes has emerged as one of the 

mechanical outcome considerations in participants with knee OA. Asay et al. reported a 

transition of KFM-dominated total joint loading to a KAM-dominated loading in the long 

term, and the percentage of KAM over the total joint moment appeared to be associated with 
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radiographic OA progression at follow-ups over a period of 5 years (Asay et al., 2018). The 

percentage of KAM in total joint moment was associated with the change in medial-to-lateral 

knee articular cartilage thickness ratio in an 8-year follow-up. Hence, the proportion of KAM 

was possibly one key biomechanical factor linking to joint structure destruction in the 

initiation and progression of knee OA. Besides, the KFM and KAM contributed to 73% of 

variance of the total joint force (Richards et al., 2018). The external knee moment on the 

horizontal plane accounted for less than 1% of total external joint moment (Asay et al., 2018) 

which was relatively low during the stance phase, thus its influence had been less emphasized. 

Therefore we aimed to explore whether the KAM index, which was the percentage of KAM 

over the sum of KAM and KFM, was associated with pain intensity in participants with 

medial knee OA. A cross-sectional relationship between KAM index and OA-related pain 

would help to establish their causal relationship.  

The main goal of this study was to investigate the relationships between KAM and 

pain intensity in people with mild-to-moderate medial knee OA by path analysis taking the 

effects of KFM, disease severity, joint alignment and walking speed into considerations. We 

also explored whether load sharing represented by KAM index would have a relationship 

with pain intensity. It was hypothesized that 1) pain intensity could be determined by early 

stance KAM directly and indirectly through KFM; 2) there would be a positive association 

between KAM index and pain intensity in participants with mild-to-moderate medial knee 

OA. 

3.3 METHODS 

3.3.1 Study design 

This was a cross-sectional observational study 
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3.3.2 Participants 

Participants were recruited from the department of orthopedics and traumatology of a 

regional hospital. Inclusion and exclusion criterion were detailed under Chapter 2, section 

2.3.2. 

3.3.3 Outcome measurement  

3.3.3.1 Pain intensity 

Pain intensity was measured by both VAS and the pain subscale of the Knee Injury 

and Osteoarthritis Outcome Score (KOOS). The maximal level of pain intensity during 

walking in the past week was measured by an 11-point VAS with “0” represented no pain and 

10 represented the worst pain. It quantified pain intensity in particular during walking in 

particular. Pain subscale from KOOS was also used to assess the pain intensity more 

comprehensively in different functional conditions instead of just walking as measured with 

the VAS. For each subscale, a 0-100 score scale was used with “0” represented the most 

severe knee problem, while “100” indicated no problem; thus higher scores indicated less 

pain. Convincing evidence from meta-analysis suggested KOOS had adequate content 

validity, internal consistency and construct validity (Collins et al., 2016), and excellent test-

retest reliability of translated version has also been reported (Collins et al., 2016). Participants 

were required to complete the subscale without any assistance from the assessor. 

3.3.3.2 Knee joint kinetics  

Knee joint loading during the gait cycle was captured using a motion analysis system. 

Details of the capturing procedures and computation of joint loading (KAM, KFM and KAM 

index) were detailed in Chapter 2, section 2.3.3.2. 
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3.3.4 Statistical analysis 

Statistical analysis was conducted with R software (Version 4.02). For participants 

with bilateral symptoms, analyses were conducted on the more painful leg. All the variables 

were normally distributed as assessed by Shapiro-Wilk test. Correlations between VAS pain, 

KOOS pain, KAM, KFM, radiographic severity, knee varus angle and walking speed were 

assessed by two-tailed Pearson correlation coefficient. The relationship between pain 

intensity and KAM were estimated by path analysis with maximum likelihood estimation. 

There was one missing data in the KOOS pain subscale and it was handled by pairwise 

deletion in the analysis. 

Path analysis was an extension of multiple regression analysis using correlational data 

to discover the strength of effect of a hypothesized system (Klem, 1995). It had the advantage 

to estimate both direct and indirect effects between variables. Pain intensity, KAM and KFM 

were the endogenous variables whereas walking speed, OA radiographic severity and knee 

varus angle were the exogenous variables. The results of correlation between exogenous 

variables were not shown in the model. The goodness-of-fit criteria was assessed by Chi-

square, Comparative Fit Index, Tucker-Lewis Index, Root Mean Square Error of 

Approximation and Standardized Root Mean Square Residual (Kline, 2015). The model 

proposed in this study was a conceptual model of the relationships between knee joint 

loadings and pain intensity sourced from the literature.  

Correlations between VAS pain, KOOS pain and KAM index were assessed by partial 

Pearson correlation coefficient test controlling for radiographic severity, knee varus angle and 

walking speed. 
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3.4 RESULTS 

3.4.1 Demographic information 

A total of 100 participants with knee OA were initially screened and 47 who satisfied 

the study criteria were recruited. Main reasons for exclusion were low back pain, recent knee 

injury or surgery and lateral knee OA. The Information of the included participants was 

shown in Table 3.1. Their mean age was 62.1 ± 6.0 years old and 78% of the participants 

were females. Thirty participants (64%) were categorized as mild knee OA. All except four 

participants had bilateral knee OA.  

Table 3.1 Descriptive information of participants 

Characteristics (n=47) 

Demographic information  

Age (years) 62.06 ± 6.01 

BMI (kg/m
2
) 26.25 ± 3.56 

Gender (female/male) 37/10 

Mild/Moderate 30/17 

Bilateral/Unilateral 43/4 

Knee varus angle (°) 6.02 ± 5.27 

Walking speed (m/s) 1.00 ± 0.17 

Knee joint kinetics  

External knee adduction moment (Nm/kg) 0.50 ± 0.15 

External knee flexion moment (Nm/kg) 0.47 ± 0.26 

KAM index (%) 54.12 ± 17.41 

Pain  

VAS 5.15 ± 1.76 

KOOS 63.08 ± 14.02 
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3.4.2 Relationships between self-perceived pain and joint loading 

As shown in  by the KOOS (r=-0.39, p=0.01). 

 

Table 3.2, VAS self-perceived pain intensity was positively related to KFM (r=0.43, 

p=0.003) and it had a negative association with KAM (r= -0.29, p=0.05). The KAM had a 

negative relationship with KFM (ρ=-0.40, p=0.01) and positive association with knee varus 

angle (r=0.55, p<0.001). There was less likely any relationship between KOOS pain intensity 

and KAM (r=-0.13, p=0.40) or KFM (r=-0.01, p=0.63). Nevertheless, greater pain intensity 

measured by VAS was associated with greater pain intensity measured by the KOOS (r=-0.39, 

p=0.01). 

 

Table 3.2 Correlation coefficient of variables in path analysis 

 VAS 

Pain 

KOOS 

pain 

KAM KFM Severity Walking 

speed 

Knee varus 

angle 

VAS 

pain§ 

 -0.39** -0.29* 0.43** 0.27 -0.02 0.04 

KOOS 

pain§ 

  -0.13 -0.07 0.01 0.01 -0.05 

KAM    -0.40** 0.18 0.01 0.55** 

KFM     0.01 0.149 -0.06 

Severity      -0.33* 0.62 

Walking 

speed 

      -0.31* 

* p<0.05, ** p<0.01, ***p<0.001 

§ High VAS pain score indicates high pain intensity; low KOOS pain score indicates high pain 

intensity.  
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3.4.3 Path analysis 

The model including VAS pain intensity was examined to be of good fit according to 

Chi-square test (χ
2
= 4.89, df=4, p= 0.30), Comparative Fit Index (CFI= 0.98) and Tucker 

Lewis Index (TLI= 0.93), which met the cut-off criterion (Bentler and Bonett, 1980). The 

value for Standardized Root Mean Square Residual was 0.06 and that for Root Mean Square 

Error of Approximation was 0.07, and both were smaller than the threshold of 0.08. The 

effects of path model were shown in Table 3.3.  

 

Table 3.3 Decomposition of effects from path analysis 

Effect Estimate Standard error Standard 

estimate 

95%CI P value 

Model 1      

On VAS pain (R
2
=0.265)      

KAM -2.50 1.61 -0.21 -5.66, 0.67 0.12 

KFM 2.26 0.89 0.35 0.51, 4.01 0.01 

Severity 1.09 0.45 0.31 0.20, 1.98 0.02 

On KAM (R
2
=0.365)      

Varus angle 0.02 0.00 0.74 0.01, 0.03 <0.01 

Walking speed 0.13 0.11 0.16 -0.07, 0.34 0.21 

Severity -0.07 0.05 -0.23 -0.16, 0.02 0.12 

On KFM (R
2
=0.192)      

Walking Speed 0.29 0.20 0.19 -0.10, 0.68 0.15 

KAM -0.71 0.24 -0.40 -1.17, -0.25 <0.01 

Model 2      

On KOOS pain 

(R
2
=0.036) 

     

KAM -18.06 15.04 -0.19 -47.53, 11.41 0.23 

KFM -7.76 8.34 -0.15 -24.11, 8.59 0.35 

Severity 1.04 4.25 0.04 -7.29, 9.38 0.81 

On KAM (R
2
=0.358)      

Varus angle 0.02 0.00 0.74 0.01, 0.03 0.02 

Walking speed 0.13 0.11 0.16 -0.08, 0.34 0.21 

Severity -0.07 0.05 -0.23 -0.16, 0.02 0.15 

On KFM (R
2
=0.183)      

Walking Speed 0.28 0.20 0.19 -0.11, 0.67 0.16 
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KAM -0.69 0.24 -0.39 -1.16, -0.23 <0.01 



Chapter 3 

78 

 

KAM was found to have an indirect effect on VAS pain intensity through mediation 

of KFM (see  

Table 3.4). No direct effect was found between KAM and VAS pain intensity. 

However, there existed a moderate negative relationship between KAM and KFM; the 

magnitude of KFM had a direct effect on VAS pain intensity. The effect of radiographic 

severity, knee varus angle and walking speed had been demonstrated in the path model 

(Table 3.3 and Figure 3.1). 

 

Table 3.4 Effects of external knee adduction moments on intensity of pain measured by VAS 

and KOOS. 

 

 Estimate Standard error Standard 

estimate 

95%CI P value 

VAS      

Direct -2.50 1.61 -0.21 -5.66, 0.67 0.12 

Indirect -1.61 0.83 -0.14 -3.23, 0.02 0.05 

Total -4.10 0.16 -0.35 -7.21, -1.00 0.01 

      

KOOS      

Direct -18.06 15.04 -0.19 -47.53, 11.41 0.23 

Indirect 5.38 6.07 0.08 -6.52, 17.27 0.38 

Total -12.69 14.09 -0.13 -40.30, 14.93 0.37 
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Figure 3.1 Diagram of path analysis. Solid and dotted lines indicate significant and not 

significant relationships, respectively. (Pain: intensity of pain using visual analogue scale. 

KAM: external knee adduction moment. KFM: external knee flexion moment. Varus: knee 

varus angle) 

 

3.4.4 Relationships between self-perceived pain and KAM index 

Figure 3.2 showed the scatter plot between KAM index and pain intensity. There 

existed a negative association between the two variables (r= -0.45, p= 0.002) after controlling 

for radiographic severity, knee varus angle and walking speed. Hence, higher intensity of 

pain was associated with lower KAM index in subjects with knee OA. 
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Figure 3.2 Scatter plots between pain intensity and KAM index. Controlling for disease 

severity, knee varus angle and walking speed. (VAS: visual analogue scale; KOOS: Knee 

Injury and Osteoarthritis Outcome Score) 

 

3.5 DISCUSSION 

This study aimed to explore the relationships between pain intensity and knee joint 

loading in people with mild-to-moderate medial knee OA. Using path analysis, a more 

integrated conceptual framework was constructed. The findings suggested KAM had a 

negative effect on pain with KFM as its mediator. By using the KAM index, we also revealed 

a negative relationship with pain intensity in our participants. 
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Based on these findings, it is suggested that magnitude of KAM had a negative effect 

on pain intensity. The effect of KAM on pain was through the mediation of KFM. Negative 

relationship between VAS pain and KAM were reported in previous studies in people with 

mild radiographic severity
 
of OA (Henriksen et al., 2012, O'Connell et al., 2016). The authors 

proposed such relationship could be an avoidance mechanism in response to pain provoking 

stimuli. Indeed, experimental pain induced in infrapatellar fat pad would significantly reduce 

the KAM and KFM during gait in healthy participants (Henriksen et al., 2010). The authors 

further proposed the modulation on KAM and KFM was related to alteration in trunk motion, 

foot progression angle or muscle-coordination. However, OA-related pain is usually chronic 

and trigged by loading activity (Hawker et al., 2008) and findings from healthy participants 

with experimentally induced pain might not be translated to participants with knee OA. 

Besides, during gait modification, reduction in KAM was associated with increase in KFM in 

participants with knee OA (Henriksen et al., 2010) which agreed with the present finding that 

moderate negative association was detected between KAM and KFM. In participants with 

knee OA, mechanical modification was proposed as the mechanism for the interchange 

between KAM and KFM.  

We used the KAM index as an estimation of the percentage of KAM to the sum of 

KAM and KFM and found a negative relationship between this index and VAS pain intensity 

when adjusting for radiographic severity, knee varus angle and walking speed. This 

concurred with the results from path analysis that participants with lower share of mechanical 

loading on the frontal plane had less pain in walking. Since this was a cross-sectional 

observational study, a causal relationship could not be established. There could be other de-

loading mechanisms adopted by the participants in response to painful stimuli via re-

distribution of load between the frontal and sagittal planes, or higher load sharing on the 

frontal plane could have happened to minimize the walking pain. However, greater 
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percentage of KAM to total external knee moment was linked with radiographic joint 

structural degeneration as measured by KL grading in 5 years (Asay et al., 2018). 

Considering this point with the present findings, a higher KAM index would therefore be 

detrimental to the knee joint in the long run; its apparent association with lower pain was 

more likely to be associated with some other potential pain avoidance strategies, for instance, 

knee kinematics asymmetry between two limbs in mild-to-moderate knee OA (Mills et al., 

2013a). However, this study cannot answer this question and further study is warranted to 

examine the mechanisms of how KAM index would modulate the pain intensity. 

The KFM was found to be a mediator for the relationship between KAM and pain 

intensity in mild-to-moderate knee OA. In view KAM and KFM were antagonistic to one 

another, the present finding of a positive relationship between pain intensity and KFM echoed 

with the report of O’Connell et al. (O'Connell et al., 2016) that higher KFM was 

demonstrated in participants with moderate-to-severe pain than those with less pain 

(O'Connell et al., 2016). Previous study had reported KFM was more sensitive to change in 

pain intensity than KAM over time in people with medial compartment OA (Asay et al., 

2013). The KFM was balanced with contraction of the quadriceps muscle which produced an 

internal knee extension moment (Creaby, 2015). The internal knee extension moment 

resulted from quadriceps contraction would induce a compressive force across the 

tibiofemoral joint (Walter et al., 2010) that might trigger pain.  

Interestingly, the KOOS pain intensity and KAM were not likely interrelated either 

directly or indirectly. Likewise, pain intensity measured with the pain subscale of Western 

Ontario and McMaster Universities Osteoarthritis Index (WOMAC) was also not associated 

with the magnitude of KAM in radiographic medial compartment knee OA (Maly et al., 2008, 

Astephen Wilson et al., 2011). A possible explanation might be because VAS was a 

unidimensional pain measurement tool focused on pain intensity localized at the knee joint 



Chapter 3 

83 

 

whereas both KOOS and WOMAC were multidimensional measuring tools with more 

emphasis on disease progression and joint function. In fact, the KOOS pain subscale was an 

extension of WOMAC pain subscale , and they both measured pain intensity with Likert-type 

scales during several daily activities, including but not limited to level walking (Bellamy et 

al., 1988). Apart from that, questions in KOOS and WOMAC pain subscales were not 

focused on a specific knee; thereby the pain on both knees for those with bilateral knee OA 

would influence the outcome. Though it is clarified that area of interest of is the knee in 

KOOS, low back pain and other musculoskeletal pain could also have an impact on the pain 

intensity scores when doing these physical activities (Suri et al., 2010). Considering these 

holistic factors, KOOS and WOMAC pain subscales might have weaker relationship with 

magnitude of joint loading variables than knee pain in walking.  

There were some limitations in this study that should be addressed. First, the sample 

size was considered small especially that of KL grade 3, which had restricted the model 

building. If the sample size was larger, a more comprehensive model could have been built. 

Second, the fact that severe knee OA participants were not included in the study has restricted 

the findings to be only applicable to patients with radiographic knee OA with KL grade less 

than 4. Finally, due to the cross-sectional nature of the study, measurements at a time point 

could not justify if any causal relationship did exist between pain intensity, KAM and other 

variables. Future interventional study will shed lights on how changes on KAM, KFM and 

pain intensity are interrelated. 

 

3.6 CONCLUSIONS 

To conclude, in people with radiographic mild-to-moderate knee OA, KAM had a 

negative effect on self-perceived intensity of walking-related pain with KFM as its mediator. 

In these people, greater KAM index was associated with less walking pain. The distribution 
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of knee joint loading from frontal to sagittal planes could be a pain avoidance strategy which 

has an application value for management of pain in people mild-to-moderate knee OA. 
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Chapter 4 Relationships between 

modulation on pain gait biomechanics and 

muscle properties after a six-week 

comprehensive management program in 

people with knee osteoarthritis 
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4.1 ABSTRACT 

Background 

Exercise is used as primary treatment for knee osteoarthritis (OA) and has been proved to 

reduce pain and enhance function. The associations between clinical improvements, muscle 

properties and joint biomechanics are unclear. 

Aims 

This study aimed to explore associations between intervention-induced modulation on pain 

and joint loading as well as modulation on quadriceps muscle properties and joint kinematics 

during gait in individuals with knee OA.  

Methods 

Thirty-nine participants with symptomatic medial knee OA were assessed for external knee 

adduction moment (KAM), flexion moment (KFM), peak knee flexion angle and flexion 

excursion during early stance phase of the gait cycle using a motion analysis system. Pain 

intensity and impairments were measured by visual analogue scale (VAS) and the Knee 

Injury and Osteoarthritis Outcome Score (KOOS). Passive muscle tension and strength of the 

quadriceps muscle were measured using ultrasound shear-wave elastography and hand-held 

dynamometer, respectively. The assessments were conducted before and after a 6-week 

exercise-based rehabilitation program.  

Results 

We found that reduction in pain intensity was associated with an increase in KAM (r= -0.32, 

p= 0.07). The increase in KAM index was related to improvement of pain (r= -0.35, p= 0.05) 

and symptom (r= -0.43, p= 0.01). Change of knee flexion excursion was associated with 

symptom (r=0.34, p= 0.06). Also, reduced vastus lateralis passive tension was associated with 

an increase in knee flexion excursion (r= -0.67, p= 0.01) in mild OA. 
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Conclusions 

Exercise program induced OA-severity-specific treatment effects by modulating knee joint 

loading and joint motion. Passive muscle tension of vastus lateralis might be a factor which 

controlled knee sagittal movement. 
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4.2 INTRODUCTION 

Knee osteoarthritis (OA) is prevalent in the aged population (Safiri et al., 2020) and 

was one of leading causes of disability world-wide (Collaborators, 2017). Pain (Dieppe and 

Lohmander, 2005), muscle weakness (Bennell et al., 2008), and joint range of motion 

limitation (Steultjens et al., 2000a) are the common complaints by individuals with knee OA. 

Functionally, these impairments alter gait patterns (Henriksen et al., 2010, Radin et al., 1991) 

thus affecting walking ability (Mills et al., 2013c). Exercise therapy is an evidenced-based 

effective intervention for pain relief and functional restoration for individuals with knee OA 

(Fernandes et al., 2013b, Bannuru et al., 2019b).  

One goal of exercise therapy is to minimize joint loading through the enhancement of 

joint stabilization, movement or gait re-training (Farrokhi et al., 2013). This is because 

excessive joint loading has been identified as the mechanical factor associated with OA-

induced pain and functional limitation (Amin et al., 2004); thus, it advances the disease 

progression (Miyazaki et al., 2002). Despite positive reports on exercise on reducing pain and 

functional limitation in individuals with knee OA (Goh et al., 2019), their effects on joint 

loading has not been well established. For example, neuromuscular training exercises have 

significant effects on pain relief and functional regain (Goh et al., 2019), but Bennell et al. 

could not detect significant modulation on joint loading after an eight-week neuromuscular 

rehabilitation training program in participants, the majority of whom had moderate-to-severe 

radiographic knee OA (Bennell et al., 2014a). Holsgaard-Larsen et al., however, reported a 

significant increase in KAM on participants with knee OA after an 8-week neuromuscular 

exercise program (Holsgaard-Larsen et al., 2017). The contribution of KAM to total joint 

moment has been associated with disease progression (Asay et al., 2018), which suggested 

the importance of load sharing in frontal plane could be a target in the knee OA management. 

It was therefore questioned whether exercise-induced modulation of pain might be related to 
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the percentage of KAM to the total external adduction and flexion moment viz. the KAM 

index.  

Reduced joint range of motion, such as a decrease in peak knee flexion angle at early 

stance (Childs et al., 2004, Manetta et al., 2002) and flexion excursion (Astephen et al., 2008a) 

is commonly detected in participants with knee OA. Reduced knee flexion excursion during 

stance might alter the tibiofemoral contact characteristics and induce adverse loading on joint 

cartilage. A recent study on the range-of-motion-based rehabilitation program was found to 

be effective for improving joint range, pain and dysfunction in participants with mild to 

severe knee OA (Benner et al., 2019). However, it remains unclear whether exercise-induced 

modulation on joint flexion excursion and pain during walking would be interrelated in 

people with knee OA.  

The present study aimed to explore associations between exercise-induced change in 

joint kinetics, kinematics, pain and dysfunctions on participants with knee OA. The roles of 

active and passive properties of the quadriceps muscle on joint kinetics and kinematics during 

gait was also studied. It was hypothesized that (1) a decrease in medial-to-lateral joint loading 

and an increase in knee flexion excursion would be associated with a decrease in pain and 

functional limitation; (2) reduced passive muscle tension and increased strength of the 

quadriceps would relate to an increase in peak knee flexion angle or knee flexion excursion in 

participants with knee OA after a six-week exercise-based rehabilitation program. The 

associations might be OA severity specific. 

 

4.3 METHODS 

4.3.1 Participant  

Participants were recruited from the Department of Orthopaedic and Traumatology, 

Queen Mary Hospital, Hong Kong. The diagnosis and grading of OA was made by 



Chapter 4 

90 

 

orthopedic surgeons. The inclusion criteria were: 1) age between 50 and 80 years; 2) having 

minimal knee pain of 2 on an 11-point VAS during level walking and with most painful site 

located in the medial compartment; 3) plain x-ray evidence of more degenerative change in 

the medial than lateral tibiofemoral compartment, 4) Kellgren & Lawrence grade 2 and 3. 

Exclusion criteria were: 1) history of lower back or lower limb injury within the past 12 

months; 2) have lower back or lower limb joint pain of 3 or above in the VAS; 3) rheumatoid 

arthritis, 4) history of knee joint replacement or other knee surgery; 5) any other muscular, 

joint or neurological condition influencing lower limb function; 6) unable to walk 

independently without external assistance; and 7) body mass index (BMI) >36 (Hall et al., 

2016). The data collection continued in the study period and 47 eligible subjects were 

included in this study. 

This study was approved by the Human Participants Ethics Committee of the 

administrating institution. The study was registered on ClinicalTrials.gov (ID: 

NCT03628508). All the participants gave their informed written consent before the 

commencement of the study. 

4.3.2 Exercise program 

The exercise program was title as “Comprehensive Osteoarthritis ManagEment 

programme” (COME). It started with individual assessment session with physiotherapists 

after referring by orthopedic surgeons at Queen Mary Hospital. The contents of COME 

program follow present international and regional non-surgical guidelines and include 

multidisciplinary efforts (Kan et al., 2019): 

 1 session of 3-hour patient education by nurse 

 12 sessions of 1.5-hour supervised exercises by physiotherapist 

 5-8 sessions of disease coping strategy and fatigue management by 

occupational therapist 
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Each group in the exercise class usually included 8-10 patients supervised by one 

physiotherapist. The supervised exercise sessions included five types of exercises: function, 

stretching, strengthening, neuromuscular control and cardiopulmonary exercise. Each patient 

received an individual-tailored exercise contents. The progression of exercise was based on 

the performance and capacity of patient.  

 Function exercise: coping skills of basic functional activities including kneeling, 

squatting, up-and-down stairs, and sit-to-stand transition of different height. 

 Stretching exercise: static self-stretching on knee flexor, knee extensor, ankle 

plantar flexor, hold for 10 seconds * 3 repetitions.  

 Strengthening exercise: progressive resistance strengthening with sandbag on hip 

abductor, hip flexor, knee extensor and knee flexor, hold for 5 seconds *10 

repetitions * 3 sets. 

 Neuromuscular control exercise: including lunge, step-up, pelvic lift, slide with 

cloth under foot, etc. on posture control and dynamic motion control, 10 

repetitions * 3 sets.  

 Cardiopulmonary exercise: aerobic exercise at 60% maximal heart rate consisting 

of fast walking and aerobic dance with and without equipment.  
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Figure 4.1 Function exercise used in COME program 

 

4.3.3 Outcome measurements 

4.3.3.1 Pain, other symptoms and function limitation 

Pain intensity and dysfunctions were measured using visual analogue scale and the 

Knee injury and Osteoarthritis Outcome Score. Detailed description of these two scales could 

be found in Chapter 4, section 4.3.3.1. In brief, participants were asked to quantify their pain 

intensity in past seven days on the VAS; and responded to KOOS questions relating to pain, 

function and activity of daily life. 

4.3.3.2 Joint kinetics and kinematics during gait  

Gait biomechanics including knee kinetics and kinematic during early stance phase 

were captured using the Vicon motion analysis system. Details had been described under 

Chapter 2 (kinetics), section 2.3.3.2 and Chapter 3 (kinematics), section 3.3.2.1. In brief, each 

participant was requested to walk along an eight-meter path at self-selected speed. Joint 
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loading including KAM, KFM, KAM index and knee kinematics including knee flexion 

exclusion, peak knee flexion during the early stance phase were computed.  

4.3.3.3 Knee extensors strength and passive tension of the quadriceps muscle 

Muscle properties including strength of the quadriceps and passive tension of the 

superficial heads of the quadriceps muscles were captured using the same approached as 

described in Chapter 3, section 3.3.2.3 (strength) and 3.3.2.4 (passive tension). 

4.3.4 Statistical analysis 

All statistical analysis was conducted on SPSS (Version 23.0, IBM Corp., New York, 

US). Normality of all variables was assessed by Shapiro-Wilk test. Potential confounders 

were pre-screened with Spearman’s rho correlation coefficient test with alpha level at 0.10. 

Differences on the outcome measures between baseline and follow-up were assessed with 

repeated measured analysis of variance taking gender, disease severity and varus/valgus 

alignments as co-variates. Interaction of OA severity was evaluated with linear regression for 

the change of outcomes from baseline to follow-up with alpha level of 0.10. Correlations 

between changes in pain, functional limitation, knee kinetic and kinematic variables were 

assessed by two-tailed partial Pearson correlation coefficient test controlling for radiographic 

disease severity, gender and varus/valgus alignment. Sub-group analyses were also conducted 

according to OA radiographic severity when there was significant interaction. Using the same 

approach, correction between changes in knee kinetic and kinematic variables, active and 

passive elements of the quadriceps muscles were assessed. Missing data were handled with 

pairwise deletion.  
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4.4 RESULTS 

4.4.1 Demographic information  

Thirty-nine participants that satisfied our inclusion and exclusion criteria were 

included in the study (Table 4.1). Participants on average were aged 63.1 ± 5.5 years old; and 

79.2% of them were females. Twenty-two of them had mild knee OA (KL grade 2) and 17 

had moderate knee OA (KL grade 3). Majority of the participants had bilateral knee OA.  

 

Table 4.1 Demographic information of participants 

 

4.4.2 Interventional effects on pain, functional limitation, knee kinetics and kinematics 

during gait 

Table 4.2 present the intervention effects after the 6-week rehabilitation program. The 

VAS pain intensity was significantly reduced by 26.6% (p< 0.001). Scores of KOOS pain, 

symptom and daily life activity were significantly increased by 17.29% (p< 0.001), 25.25% 

(p= 0.001) and 12.02% (p= 0.001), respectively. There was a significant increase in KFM by 

49.69% (p= 0.001) and a reduction of KAM index by 8.99% (p= 0.011). A tendency of 

Characteristics All 

(n=39) 

KL grade 2 

(n=22) 

KL grade 3 

(n=17) 

Age (years) 63.1 ± 5.5 61.2 ± 5.2 65.6 ± 4.9 

BMI (kg/m
2
) 26.7 ± 3.5 25.7 ± 3.6 28.0 ±3.1 

Gender (female/male) 29/10 18/4 11/6 

Knee varus angle (°) 6.6 ± 5.4 4.2 ± 3.1 9.6 ±6.2 

Bilateral/unilateral OA 36/3 20/2 16/1 

Walking speed (m/s) 1.0 ± 0.2 1.0 ±0.2 0.9 ±0.2 
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reduction in KAM was detected (by less than 10%; p=0.091). A significant increase in knee 

flexion excursion by 44.10% (p= 0.001) was detected. The normalized knee torque was 

significantly increased from 1.94 ± 0.62 Nm/kg to 2.27 ±0.64 Nm/kg (p< 0.001). There was 

not any significant change on passive tension on any of the quadriceps muscle heads. 

 

Table 4.2 Pain, symptom, muscle properties, knee kinetics and kinematics comparison at 

baseline and after exercise program 

 Baseline Follow-up Change 95% CI P value 

Pain and other symptoms      

VAS pain 5.15 ± 1.80 3.78 ± 1.97 -1.38 ± 2.15 -0.21, -0.66 <0.001* 

KOOS pain 61.37 ± 15.23 69.69 ± 14.56 8.32 ± 11.91 4.41, 12.23 <0.001* 

KOOS symptom 58.84 ± 19.18 66.39 ± 15.63 7.55 ± 12.74 3.42, 11.68 0.001* 

KOOS Activity of daily life 74.71 ± 13.55 81.90 ± 13.36 7.18 ± 10.91 3.55, 10.82 <0.001* 

Knee kinetics      

KAM (Nm/kg) 0.49 ± 0.15 0.45 ± 0.14 -0.04 ±0.13 -0.08, 0.01 0.091 

KFM (Nm/kg) 0.48 ± 0.28 0.61 ± 0.31 0.13 ± 0.24 0.05, 0.21 0.001* 

KAM index (%) 52.91 ± 18.10 45.66 ± 18.54 -7.21 ± 16.53 -12.64, -1.78 0.011* 

Knee kinematics      

Peak knee flexion angle (°) 19.65 ± 6.20 20.94 ± 5.72 1.08 ± 5.63 -0.77, 2.93 0.243 

Knee flexion excursion (°) 4.78 ± 2.10 5.80 ± 2.11 1.04 ± 1.73 0.47, 1.62 0.001* 

Muscle property      

Knee extension torque (Nm/kg) 1.94 ± 0.62 2.27 ±0.64 0.33 ±0.38 0.19, 0.47 <0.001* 

VL passive tension (kPa) 5.93 ± 2.13 6.21 ± 2.33 0.28 ± 2.20 -0.47, 1.04 0.452 

RF passive tension (kPa) 10.67 ± 4.20 11.20 ± 3.30 0.53 ± 3.33 -0.62, 1.67 0.357 

VMO passive tension (kPa) 4.40 ± 1.01 4.29 ± 0.75 0.11 ±1.05 -0.47, 0.25 0.541 
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VAS: visual analogy scales, KOOS: Knee Injury and Osteoarthritis Outcome Score, KAM: external knee 

adduction moment, KFM: external knee flexion moment, VL: vastus lateralis, RF: rectus femoris, VMO: 

vastus medialis obliquus 

 

4.4.3 Relationship between modulation on pain, symptom, muscle properties, knee 

kinetics and kinematics  

Significant interactions of OA radiographic severity were found between KAM and 

KOOS ADL (p=0.08), between KFM and VAS pain (p=0.01), between KFM and KOOS 

symptom (p=0.05). Table 4.3 presents the relationship between modulations on pain, 

symptom with gait biomechanics in all participants with insignificant interaction. There was 

marginal association between change of KAM and KOOS pain (r= -0.32, p= 0.07). Change of 

KAM index was negatively associated with KOOS pain (r= -0.35, p= 0.05) and KOOS 

symptom (r= -0.43, p= 0.01). It indicated the increase of KAM index was accompanied by 

improvement of pain and symptom. There also was marginal association between knee 

flexion excursion and KOOS symptom (r= 0.34, p= 0.06). However no association was found 

between quadriceps muscle properties and pain or symptom.  

The subgroup analysis showed that there was no association between KAM and 

KOOS ADL in either mild OA or moderate OA. In mild group, change of KFM was 

positively associated with KOOS symptom (r= 0.53, p= 0.03). In moderate OA, change of 

KFM was associated with change of VAS pain (r= 0.74, p= 0.01). 

 

Table 4.3 Correlation coefficient between modulations on pain, other symptoms and knee 

kinetics and kinematics during early stance of gait 

 VAS pain KOOS pain 
KOOS 

symptom 
KOOS ADL 

Knee kinetics     

External knee adduction moment -0.22 -0.32 -0.30 -0.18 

External knee flexion moment 0.15 0.27 0.36* 0.11 

KAM index -0.18 -0.37 -0.43* -0.22 

Knee kinematics     



Chapter 4 

97 

 

Peak knee flexion angle -0.13 0.23 0.18 0.39* 

Knee flexion excursion -0.07 0.17 0.34 0.25 

Quadriceps muscle properties     

Knee extension torque -0.01 0.13 0 0.11 

VL shear modulus 0.26 0.07 0.08 0.09 

RF shear modulus -0.09 0.28 0.13 0.15 

VMO shear modulus 0.03 0.15 0.27 0.16 

Controlling for gender and knee varus angle and speed for knee kinetics and kinematics 

Controlling for gender and knee varus for muscle properties 

* p-value < 0.05; **p-value< 0.01 

4.4.4 Relationship between modulation on muscle properties and knee flexion motion  

Interactions of radiographic severity were found between peak knee flexion angle and 

knee extension torque (p=0.02), between knee flexion excursion and VL shear modulus 

(p=0.11). Table 4.4 reveals that when the analyses were conducted in all participants, there 

was no significant association between quadriceps muscle properties and knee flexion motion 

in early stance phase. In sub-group analyses, associations were detected between modulation 

on knee flexion excursion and VL passive tension (r= -0.67, p= 0.01) in participants with 

mild knee OA but not in those with moderate knee OA (r= 0.04, p= 0.89). Hence, larger 

improvement on knee flexion excursion was related to a greater reduction in muscle tension 

of the VL. However, no association could be found in relation to quadriceps strength and 

knee flexion motion.  

Table 4.4 Correlation coefficient between modulation on muscle properties and knee 

kinematics during gait 

 Peak knee flexion angle Knee flexion excursion 

Knee extension torque -0.01 -0.10 

VL shear modulus 0.02 -0.23 

RF shear modulus -0.25 -0.08 

VMO shear modulus 0.14 0.01 

Controlling for gender, knee varus angle.  

* p-value < 0.05; **p-value< 0.01 
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4.5 DISCUSSION  

In individuals with medial knee OA, the therapeutic effects of a six-week exercise-

based rehabilitation program on pain and symptoms were related to modulation on knee joint 

loading and joint angle during gait. More specifically, the amount of increase in KAM index 

and knee flexion excursion in early stance phase was related to the extent of improvement on 

pain and symptom. Besides, this is the first study reporting quadriceps passive tension, 

especially VL, was associated with knee flexion excursion in people with mild knee OA.  

Loading on the frontal plane is proposed as one of the key mechanical stimuli 

aggravating pain in knee OA. Despite the magnitude of KAM being a significant predictor of 

the likelihood of chronic knee pain (Amin et al., 2004), a negative relationship between KAM 

and pain intensity had been reported (Hall et al., 2016, Henriksen et al., 2012), which was 

thought to be a pain avoidance mechanism. The KFM constituted to loading on the sagittal 

plane has been reported to be associated with the intensity of pain (Boyer et al., 2012). One 

would expect to see an increase in KAM and decrease in KFM when pain intensity was 

reduced after the exercise program. However, Ferreira et al. concluded that the beneficial 

effects of exercise on pain and function was not associated with change of KAM in their 

meta-analysis (Ferreira et al., 2015). In this study, we used knee alignment as co-variates to 

minimize the effects of joint structure and alignment on the outcomes. Findings from our 

study suggested that modulation on pain and joint kinetics was related. The increase of KAM 

but not KFM was associated with improvement of pain even though it did not reach statistical 

significant level. This association indicated a pain avoidance mechanism: an increase in 

KAM would be expected with a reduction in pain. However our finding showed this 

association when pain intensity was measured by KOOS pain subscale but not by VAS. The 

KOOS pain subscale included nine questions acquiring self-perceived intensity of pain during 

resting, active movements and weight-bearing activities. These composite scores would 
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provide more comprehensive information on joint pain, though VAS targeted specifically on 

the intensity of pain during walking. The reason why no association could be detected 

between VAS pain and KAM remained unclear. 

Besides, findings of this study provided evidence that modulation on KAM index was 

associated with modulation not only on pain intensity but also on symptom. Greater increase 

in KAM index was associated with greater improvements in pain and symptoms. These 

findings suggested an overall avoidance mechanism when reduction in pain and symptom 

might be associated with the magnitude of loading distribution on the frontal plane. KAM 

index could be a more sensitive biomechanical parameter in relation to the clinical changes. 

Our findings had also revealed intervention-induced modulation on passive muscle 

tension of the quadriceps was associated with change in knee sagittal kinematics of early 

stance phase. In participants with mild OA, reduction in VL passive tension was associated 

with an increase in knee flexion excursion. The vastii muscles control knee flexion during 

early stance phase of gait cycle (Perry, 2010).VL was the largest muscle head of quadriceps 

and was major knee extensor with fibers merging into the patellar tendon and contributing to 

knee extensor mechanism in sagittal plane (Flandry and Hommel, 2011), while VMO was a 

patellofemoral joint stabilizer primarily (Andrikoula et al., 2006). These findings indicated 

the importance of muscle passive tension on knee flexion excursion. Besides, we also found 

increase on knee flexion excursion was related to improvement on symptoms of OA. 

Therefore, targeting on relieving VL passive tension would be beneficial for improving knee 

sagittal kinematic in mild knee OA. 

The present findings revealed disease severity specific relationships between 

modulation on passive muscle tension and knee flexion motion in early stance phase. 

However, we could not delineate any relationship between improvement of quadriceps 

strength and joint biomechanics during the early stance phase of gait cycle. The muscle 
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strength measured in the present study was the maximal voluntary contraction in an open 

kinetic chain condition. Two reasons could lead to the insignificant association between 

change of quadriceps strength and knee flexion motion during gait. First, it did not require 

maximal quadriceps strength in early stance phase, so that the increase of its strength could 

have minimal effect on change of knee flexion-extension motion range.  

Participants in our study trained using a routine exercise program which was provided 

in a public rehabilitation center. The program comprised strengthening, balance, 

neuromuscular control and aerobic exercises. Despite stretching of the hip abductors, 

quadriceps and hamstrings being performed in the beginning of each session, stretching 

exercise was not a major component of this exercise program. Therefore, no significant 

change in passive muscle tension was detected after the 6-week training. If pliability of VL 

could enhance joint kinematics, then further study incorporating muscle tension release in the 

exercise program would be warranted to testify its therapeutic effects. Based on the present 

findings, a disease severity specific exercise program should be designed and implemented 

for alleviating pain and dysfunction in participants with knee OA. 

There are some limitations to this study. Firstly, this was a single arm interventional 

study which did not have a comparative group trained with a different exercise program. In 

view the primary goal of this study was to explore the gait biomechanics leading to pain 

modulation and the physical factors leading to modulation on joint kinetics and kinematics 

after an exercise rehabilitation program, such a design was deemed reasonable. Having the 

positive findings in this study, the next step would be to compare this program with another 

program that has different exercise components. Secondly, the sample size of this study was 

quite small especially when doing the subgroup analysis thus the power was compromised. 

Information generated might induce some insight for future studies. Furthermore, the 

intervention program in this study followed an existing clinical program. Although that 
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program was commonly used in the clinic and proven to be effective, it was not 

discriminative in the level of disease and pattern of symptoms. Our findings of the different 

outcomes between the mild and the moderate OA participants suggested future design of the 

exercise program should be differentiated according to the specific stage of the disease.  

 

4.6 CONCLUSIONS 

In conclusion, modulation on gait biomechanics was associated with improvement in 

pain and symptoms. Modulation on quadriceps passive tension and early stance phase knee 

flexion excursion were related in mild knee OA. Exercise program targeting to modulate the 

passive muscle tension of the quadriceps could be proposed, in particular in earlier stage of 

knee OA. 



 

102 

 

 

 

 

 

 

 

 

Chapter 5 Integration of key findings 
 

 



Chapter 5 

103 

 

5.1 Introduction 

Mechanical overloading is detrimental to the knee joint (Felson, 2013, Moyer et al., 

2014) and is a trigger for pain (Wluka et al., 2006). The aim of this project was to investigate 

the relationships between joint alignment, muscle properties, pain, and joint biomechanics 

during walking in seniors with knee osteoarthritis. A cross-sectional observational study was 

conducted on 47 senior adults with knee OA and an interventional study was performed 

amongst thirty subjects to evaluate treatment outcomes after a six-week exercise-based 

rehabilitation program. In this chapter, main findings on the relationships between joint 

alignment, muscle properties and intensity of pain on knee kinetics and kinematics during 

gait, and exercise-induced modulation on knee kinetics and kinematics are presented. Clinical 

applications arising from these findings will be discussed. 

 

5.2 Joint alignment, muscle properties, and joint biomechanics 

Malalignment, particularly knee varus/valgus deformity and its impact on joint 

biomechanics during gait have been extensively studied in adults with knee OA (Tanamas et 

al., 2009, Felson et al., 2009). The impact of tibia torsion on knee joint loading and 

movement during gait has not been explored. Aside from joint alignment, muscle strength 

was found to be related to stance phase knee flexion excursion (Schmit and Rudolph, 2007). 

Knowing that passive muscle tension would affect joint motion (Sobolewski et al., 2013) and 

muscle function (Hessel et al., 2017), it was our intent in this study to assess passive muscle 

tension and strength of the quadriceps muscle on gait kinematics controlling for joint 

alignments. 
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5.2.1 Using state-of-the-art EOS system on quantifying joint alignment in a weight-

bearing position 

In order to quantify tibial torsion in a weight-bearing position, we used a relatively 

new technology, the EOS imaging system, to measure lower limb torsional alignment, 

including tibial torsion and tibiofemoral rotation, with low-dose radiation. The EOS system is 

valid (Buck et al., 2012b) and had excellent intra-rater reliability on fifteen participants (with 

ICCTibia-torsion = 0.93, ICCTibiofemoral-rotation = 0.95); and the tibial torsion and tibiofemoral 

rotation angles captured by the EOS system in this study were of similar values as those 

measured by computed tomography (Bombaci et al., 2011, Buck et al., 2012a, Duparc et al., 

2014). The EOS imaging system enabled measurement of lower limb alignment in a more 

functional position. 

 

5.2.2 Relationships between torsional alignment, knee joint kinetics, and kinematics 

during gait 

Findings from our project indicated significant relationships between tibial torsion 

and gait biomechanics in participants with radiographic moderate knee OA. More 

specifically, in pariticpants with radiographic moderate knee OA, larger external tibial torsion 

was associated with greater KAM and smaller knee flexion excursion (details in Chapter 2) 

during the early stance phase of the gait cycle. Such associations could not be detected in 

participants with mild radiographic changes. These findings highlight (1) the importance of 

joint alignment along the horizontal plane on gait biomechanics and (2) the existence of 

disease severity specific association. When joint contact pressure of the knee medial 

compartment had a linear trend of increase within the range from 10° internal tibial torsion to 

60° external tibial torsion (Kenawey et al., 2011), modulation on the external tibial torsion 

might be a strategy in reducing joint contact pressure as well as joint loading and improving 

joint kinematics during gait in people with moderate OA disease severity. 
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Cooke et al. (1990) proposed that tibial torsion was a link within the compensatory 

mechanism for lower limb torsional alignment to neutralize foot progression angle. Toe-out 

gait, referring to larger outward foot progression, was observed in people with greater 

external tibial torsion (Hudson, 2016). Toe-in gait leads to a decrease of early stance KAM 

when people with medial knee OA use toe-in gait as gait modification (Simic et al., 2013, 

Khan et al., 2017, Shull et al., 2013). Whether the effects would be more profound in people 

with moderate knee OA awaits further study. 

Our study could not delineate relationships between tibiofemoral rotation and early 

stance knee kinetics and kinematics during gait. During the final 30° of knee extension, the 

femur rotates medially on the tibia, a movement known as “screw home mechanism” (Hallen 

and Lindahl, 1966). This rotation stretches the knee cruciate ligaments and provides stability 

to the knee joint (Meyer and Haut, 2008). This mechanism was altered in people with knee 

OA (Bytyqi et al., 2014) and disappeared in the advanced stage of knee OA (Hamai et al., 

2009). The disrupted screw home mechanism might not only affect joint stability but also 

knee motion at the end of extension. The coupling path of knee flexion and internal 

tibiofemoral rotation is determined by bone geometry, and this coupling path varied between 

knees (Wilson et al., 2000). The bony geometry was altered in varying degrees because of 

knee degenerative changes among different patients; as a result, the influence of tibiofemoral 

rotation on knee kinematics and joint loading might be weakened.  

 

5.2.3 Quadriceps muscle properties and joint kinematics 

In Chapter 2, we reported significant relationships between passive muscle tension 

and early stance knee flexion angle in participants with radiographic mild OA. No significant 

association between quadriceps muscle strength and knee flexion angles was detected. More 

specifically, in participants with mild knee OA, vastus lateralis shear modulus (an index of 
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muscle passive tension) was negatively related to knee flexion excursion during early stance 

phase of the gait cycle. The negative association might imply that (1) greater VL passive 

tension might restrain early stance knee flexion excursion, or (2) greater passive tension was 

adopted to control knee flexion excursion as a strategy during the stance phase. Such 

relationship could not be detected in participants with moderate knee OA. Coupling with the 

above findings on joint alignments and joint kinematics, quadriceps muscle properties seem 

to induce their impact when knee OA is at an earlier stage with less affected joint structure 

and alignment. Such information highlights the importance of quadriceps muscle properties 

on early detection and early management of knee OA. 

During the loading response phase of the gait cycle, quadriceps lengthen to decelerate 

knee flexion and to facilitate smooth transferring of body center of mass to the loading limb 

(Theologis, 2009). Viscoelasticity of both muscular and passive structure contribute to the 

eccentric force generation (Hessel et al., 2017). Findings from this project supported such 

notion. Nevertheless, the relationship could only be established (1) between the vastus 

lateralis and knee flexion excursion, and (2) in participants with mild radiographic changes. 

Vastus lateralis, being the largest muscle head of the quadriceps group, accounting for over 

30% of total volume (Ema et al., 2017), contributes the most to restrain or control knee 

motion during the loading response phase. In the interventional study of this PhD project, It 

was found that the reduction of VL passive tension had a tendency of being associated with 

an increase of knee flexion excursion in mild knee OA. Since reduced knee flexion excursion 

was associated with high knee joint loading rate (de Oliveira Silva et al., 2015), modulation 

on the passive tension of the vastus lateralis might increase early stance knee flexion 

excursion and could be one of the strategies for prevention of disease progression. 

Rectus femoris, being a two-joint muscle across both hip and knee, would contribute 

to control both hip extension and knee flexion movements. During the pre-swing phase of 



Chapter 5 

107 

 

gait, the muscle head contracts eccentrically to decelerate hip extension and knee flexion 

motions. Passive tension of the muscle head would increase and restrict knee flexion during 

the pre-swing and initial swing phase (Fox et al., 2009). Further study is suggested to assess a 

possible relationship between passive tension of RF and the pre-swing knee flexion angle.  

Weakness in the quadriceps muscle of 20-35% was detected in people with 

symptomatic knee OA when compared with healthy controls (Hassan et al., 2001, Lewek et 

al., 2004, Slemenda et al., 1997a). During the loading response phase of the gait cycle, active 

contraction of the quadriceps muscle decelerates knee flexion, modulates loading impact, and 

maintains stability (Perry, 2010). Deficit in quadriceps muscle strength might lead to fear of 

knee collapse and result in quadriceps avoidance gait, which is characterized as reduction or 

complete elimination of knee flexion in the loading response phase. Indeed, weaker 

quadriceps muscle strength was found to be related to smaller early stance phase knee flexion 

excursion in individuals with moderate and severe knee OA (Farrokhi et al., 2015b). 

Unfortunately, relationship between quadriceps muscle strength and early stance phase knee 

flexion angles in knee OA could not be established from present study.  

  

5.2.4 Knee joint loading and pain in knee OA 

Pain and functional limitations are the common concerns for people with knee OA 

(Felson, 2005). Mechanical overloading is one of the factors associated with OA-related pain 

(Wluka et al., 2006). In view of the multi-factorial causes of mechanical overloading, we 

adopt a path analysis model to delineate a possible relationship between stance phase joint 

loading and intensity of pain.  

In Chapter 3, we reported a negative relationship between magnitude of KAM and 

intensity of pain through the mediation of KFM. The relationship between KAM and pain 

was established via the negative relationship between joint loadings along the frontal and 
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sagittal planes. A significant negative relationship was delineated between KAM index and 

intensity of pain. 

Abnormal knee joint loading accelerates destruction of joint tissues and triggers pain. 

Structural changes, including those affecting the bone marrow (Beckwée et al., 2015, Bennell 

et al., 2010a, Vanwanseele et al., 2010b) and meniscus (Vanwanseele et al., 2010b, Davies-

Tuck et al., 2008), and effusion-synovitis (Atkinson et al., 2021) were observed in people 

with knee OA and are closely associated with the incidence and aggravation of knee pain 

(Driban et al., 2013, Felson et al., 2001, Zhang et al., 2011). KAM is the surrogate of 

abnormal knee joint loading distribution. Greater KAM indicates a greater portion of loading 

at the medial to lateral part of the knee joint. Our results were consistent with previous 

reports that greater KAM was associated with lower intensity of self-reported pain， which 

was considered as a pain avoidance mechanism (Henriksen et al., 2012, O'Connell et al., 

2016, Hurwitz et al., 2002, Hurwitz et al., 2000).  

Furthermore, we found that the relationship between KAM and pain intensity existed 

through the mediation of KFM. The magnitude of KAM and KFM were negatively related. 

Greater magnitude of KAM was associated with lower magnitude of KFM; lower magnitude 

of KAM was associated with greater magnitude of KFM. KAM and KFM occurred nearly 

simultaneously at about 23% of total gait cycle (Manal et al., 2015). During toe-in or toe-out 

gait, changes in the magnitude of KAM were coupled with opposite changes in the magnitude 

of KFM (Simic et al., 2013). Coupling of KAM and KFM during the early stance phase of 

gait could be a load-sharing strategy between the frontal and sagittal planes such that the 

impact at the medial-to-lateral cartilage could be reduced, and thereby, there would be less 

stress at the painful structures. Re-distribution of loading from the sagittal to the frontal 

planes was observed in people with knee OA within five-year follow-up; the transition co-

existed with medial-to-lateral cartilage disruption (Asay et al., 2018). These authors proposed 
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that KAM index represented the relative contribution of KAM and KFM to total knee joint 

moment and was a crucial predictor of knee articular cartilage disruption (Asay et al., 2018, 

Erhart-Hledik et al., 2019). 

More importantly, our study delineated a negative relationship between KAM index 

and both pain intensity and symptom. This negative relationship indicated that relatively 

greater contribution of KAM to total knee moment was associated with lower intensity of 

pain and symptom or vice versa. These relationships were stronger than KAM or KFM were 

alone. It implied that KAM index could be used as a better biomechanical marker in relation 

to clinical changes.  

 

5.2.5 Knowledge generated from the cross-sectional study 

The key findings of the cross-sectional study are listed below. 

1) The relationships between joint alignment, quadriceps muscle properties and knee 

biomechanics in early stance phase were specific to OA radiographic severity.  

2) Tibial torsion and knee joint biomechanics were related in participants with moderate 

knee OA: external tibial torsion was associated with early stance phase KAM and 

knee flexion excursion. 

3) Passive muscle tension of vastus lateralis was related to early stance knee flexion 

excursion in participants with mild knee OA. 

4) KAM was negatively associated with pain intensity through mediation of KFM. 

5) KAM and KFM were negatively related. 

6) KAM index was negatively related to pain intensity. 

Based on these discoveries, an interventional study was conducted to further establish 

the relationship between quadriceps muscle properties, gait biomechanics and pain. 
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5.2.6 Exercise-induced modulation on joint loading and joint pain 

Exercise-based intervention is recommended for managing OA-related pain 

(Fernandes et al., 2013a). In Chapter 4, exercise-induced modulation on joint biomechanics, 

and intensity of pain were explored. The exercise program was targeted at minimizing joint 

loading through the enhancement of joint stabilization, and movement and gait re-training 

(Farrokhi et al., 2013). This pre-post interventional study enabled a better understanding of 

the relationship between modulation on joint loading and intensity of pain. 

Our findings demonstrated that exercise-induced modulation in pain intensity was 

related negatively to modulation on KAM. These findings suggested that there was a greater 

increase in KAM in participants with greater reduction in pain intensity. Therefore, exercise-

induced modulation on pain intensity and joint loading was related. These findings echoed 

with the observation from the cross-sectional study: both KAM were related to pain intensity 

in knee OA. Indeed, modulation on KAM and KFM was negatively related. Greater reduction 

in KAM was associated with a greater increase in KFM. Exercise-induced modulation on 

pain might relate to loading re-distribution between the frontal and sagittal plane. 

Besides, findings of this study provided evidence that modulation on KAM index was 

also associated with modulation on pain intensity. In addition, modulation on KAM index had 

a negative correlation with changes in symptom. Hence, greater reduction in KAM index was 

associated with greater improvements in pain and symptoms. These findings suggested that 

reduction in pain and dysfunctions might be associated with re-distribution of joint loading 

from the frontal to the sagittal plane. KAM index could be a more sensitive biomechanical 

parameter in relation to the clinical change. 

In the cross-sectional study, we observed a negative relationship between vastus 

lateralis passive tension and early stance knee flexion excursion in participants with mild 

knee OA. The interventional study also revealed a similar relationship between changes of 
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vastus lateralis passive tension and knee flexion excursion in mild OA; besides, it should also 

be noted that no significant change of knee flexion excursion resulted from the current 

exercise rehabilitation program. Exercises from the COME program included static stretching 

and range of motion exercise; however, the main foci of the program were on muscle strength 

and neuromuscular control. The findings from present study provided clues for further 

investigation on the effect of VL passive tension on knee flexion motion in early stance 

phase. 

 

5.3 Limitations and suggestions for future studies 

In this project, we recruited participants with mild to moderate knee OA from the 

Department of Traumatology and Orthopaedics of Queen Mary Hospital. It was our intention 

to exclude people with advanced knee OA because of its predicted inferior results from 

exercise intervention. The destruction of joint structure (Hunter et al., 2005), joint 

malalignment (Cerejo et al., 2002), pain intensity (Murphy et al., 2011), and functional 

limitation (Jordan et al., 1997) would be associated with knee OA severity. Thus, our results 

could only be generalized to people with mild to moderate knee OA.  

Second, the sample size in both two studies was relatively small. The subgroup 

analyses might not yield sufficient statistical power, especially in the moderate OA group. 

Based on the findings of current study, the trend of association between alignment, 

quadriceps muscle properties and knee biomechanics in different OA severity groups was 

showed and provided information for further study.  

Third, knee joint loading was assessed along the frontal and sagittal planes. Though 

the external knee rotation moment is also a component of total knee joint moment, it provided 

minimal contribution to the total joint moment at the stance phase of the gait cycle (Asay et 

al., 2018). In addition, using the current Plug-in-gait lower limb model to estimate the 
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external knee rotation moment would be relatively low in accuracy (Duffell et al., 2014). 

Therefore, only KAM and KFM were included in this project. 

Fourth, quadriceps passive tension was measured in a static status with an ultrasound 

shear-wave elastography system. To our knowledge, measuring real-time passive viscoelastic 

properties of skeletal muscle in vivo had not been reported in clinical study due to 

technological limitations. The ultrasound shear-wave elastography estimated the shear 

modulus of skeletal muscle by assuming linearity and pure elasticity of material property of 

skeletal muscle. This estimation neglected non-linearity, viscoelasticity, and anisotropy of 

skeletal muscle (Hug et al., 2015). Though several assumptions were made, shear modulus 

quantified by the ultrasound shear-wave elastography system could reflect elasticity of 

skeletal muscle (Hug et al., 2015) and be utilized in clinical settings. Only the superficial 

muscle heads of quadriceps were measured in this project. Vastus intermedius is located 

beneath rectus femoris, and muscle belly of vastus intermedius muscle can be too deep for the 

ultrasound shear-wave elastography system to estimate reliable shear modulus; therefore, its 

passive tension was not included in the current study. 

We used an interventional study to further explore the relationship between knee joint 

biomechanics and pain intensity, as well as to explore the relationship between modulation on 

muscle properties and joint biomechanics. Despite the fact that associations between 

modulation on joint loading and pain intensity were established, the association between 

passive muscle tension and knee kinematics needed further study to substantiate. Nowadays, 

the commonly-used exercise programs focus on muscle strength, dynamic motion control, 

and altering gait pattern (Skou and Roos, 2017). Future studies that are specifically designed 

for changing joint biomechanics and quadriceps passive tension are warranted. 
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5.4 Significance of the project and its clinical application  

Knee osteoarthritis is a highly prevalent musculoskeletal disorder in the older 

population globally. The consequences of knee OA, including pain, mobility disability, 

reduction of quality of life, decrease of social participation, and surgery, have great impact on 

both individual and society. It burdens public health resources heavily and accounts for 

lifelong medical costs for individuals. 

The significance of this project stands in the potential benefit of providing 

comprehensive investigation on the potential factors related to joint loading and joint motions 

using a cross-sectional study and a prospective interventional study. The new information 

would underpin new management strategies for people with knee OA.  

1) Excessive external tibia torsion could be a detrimental factor to knee 

biomechanics in moderate knee OA. Special attention should be given to patients 

with excessive external tibial torsion in biomechanical management.  

2) Passive property of quadriceps, particularly vastus lateralis, involves the control of 

sagittal knee kinematics in mild knee OA. Early detection of high vastus lateralis 

passive tension and early intervention are essential in order to maintain correct 

gait biomechanics. Muscle flexibility programs targeting the vastus lateralis might 

enhance improvement of knee kinematics. 

3) Knee joint loading distribution between frontal and sagittal plane can be 

introduced as a biomechanical marker that is more sensitive to pain and symptom.  

4) Rehabilitation programs need to be specific to OA disease severity so as to 

provide clinical and biomechanical benefits to patients.  
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Joint biomechanics is one of the crucial factors in the pathogenesis of knee OA and is 

associated with the onset of OA-related pain. This project aimed to comprehensively 

investigate the impact of joint alignment, muscle properties, and pain intensity on joint 

loading and motion during walking in seniors with knee osteoarthritis.  

This project included a cross-sectional and a prospective interventional study on 

seniors with clinical and radiographic knee OA. Our findings from the cross-sectional study 

indicated that malalignment along the horizontal plane was associated with gait biomechanics 

in people with moderate knee OA. More specifically, external tibial torsion was negatively 

related to early stance phase external knee adduction moment and knee flexion excursion 

during gait in participants with moderate knee OA. Such findings highlight the importance of 

alignment along the horizontal plane in addition to varus/valgus alignment along the frontal 

plane. Further study might explore factors leading to excessive external tibial torsion. 

Our second main finding was regarding the association between quadriceps passive 

tension and knee kinematics in people with mild knee OA. In these participants, passive 

tension of vastus lateralis was negatively associated with early stance phase knee flexion 

excursion. Nevertheless, no relationship between quadriceps strength and gait kinematics was 

established. These findings highlight the role of passive muscle properties on knee sagittal 

kinematics during the earlier stage of OA disease. Our interventional study provided further 

evidence that it was highly possible that exercise-induced modulation on passive tension of 

vastus lateralis was related to changes in early stance phase knee flexion excursion in mild 

knee OA. Future preventive and management programs for knee OA might include strategies 

to vastus lateralis passive tension.  

In this study we also observed coupling of joint loading along the frontal and sagittal 

planes during the early stance phase of gait. First, we observed a significant relationship 

between external knee adduction and knee flexion moments from the cross-sectional 
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observational study; and from the interventional study, intervention-induced modulation on 

KAM and KFM were also negatively related. Such findings highlight the importance of 

assessing the magnitudes of loading along the frontal and sagittal planes as well as the 

relative loading between the two planes (KAM index). Indeed, from the cross-sectional study, 

KAM was found to be negatively associated with pain intensity through the mediation of 

KFM, and KAM index was found to be negatively related to pain intensity. After six weeks 

of exercise intervention, modulation on KAM was also associated with changes in pain, while 

modulation on KAM index was related to pain and symptom changes. Thus, joint sharing 

along the frontal and sagittal planes might provide more information on OA-related pain and 

symptom than joint loading along either the frontal or sagittal plane.  

We concluded from the above findings that joint alignment along the horizontal plane, 

passive quadriceps muscle tension, and pain were associated with gait biomechanics in 

people with knee OA. The relationships were specific to OA radiographic severity. Future 

rehabilitation programs might attend to passive quadriceps tension, particularly during the 

early stage of disease, as well as strategies to manage external tibial torsion during the 

moderate stage of OA disease. The effectiveness of such programs would be assessed on their 

impact on load sharing between the frontal and sagittal planes as well as its clinical signs and 

symptoms.  

 



 

117 

 

REFERENCES 

AABOE, J., BLIDDAL, H., ALKJAER, T., BOESEN, M. & HENRIKSEN, M. 2011. The influence of 
radiographic severity on the relationship between muscle strength and joint loading in obese 
knee osteoarthritis patients. Arthritis, 2011. 

AGEBERG, E., PETTERSSON, A. & FRIDÉN, T. 2007. 15-Year Follow-up of Neuromuscular Function in 
Patients with Unilateral Nonreconstructed Anterior Cruciate Ligament Injury Initially Treated 
with Rehabilitation and Activity Modification:A Longitudinal Prospective Study. The American 
Journal of Sports Medicine, 35, 2109-2117. 

AGEBERG, E. & ROOS, E. M. 2015. Neuromuscular Exercise as Treatment of Degenerative Knee 
Disease. Exercise and Sport Sciences Reviews, 43, 14-22. 

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, 63-69. 

ALKAN, B. M., FIDAN, F., TOSUN, A. & ARDıÇOĞLU, Ö. 2014. Quality of life and self-reported disability 
in patients with knee osteoarthritis. Modern Rheumatology, 24, 166-171. 

ALLEN, K., COFFMAN, C., GOLIGHTLY, Y., STECHUCHAK, K. & KEEFE, F. 2009. Daily pain variations 
among patients with hand, hip, and knee osteoarthritis. Osteoarthritis and Cartilage, 17, 
1275-1282. 

ALNAHDI, A. H., ZENI, J. A. & SNYDER-MACKLER, L. 2012. Muscle impairments in patients with knee 
osteoarthritis. Sports Health, 4, 284-292. 

ALTER, M. J. 2004. Science of flexibility. 3rd ed. Champaign, IL: Human Kinetics,. 
ALTMAN, R., ASCH, E., BLOCH, D., BOLE, G., BORENSTEIN, D., BRANDT, K., CHRISTY, W., COOKE, T., 

GREENWALD, R. & HOCHBERG, M. 1986. Development of criteria for the classification and 
reporting of osteoarthritis: classification of osteoarthritis of the knee. Arthritis & 
Rheumatism, 29, 1039-1049. 

ALTMAN, R. D. 2011. Osteoarthritis in the elderly population. Geriatric Rheumatology. Springer. 
AMIN, S., BAKER, K., NIU, J., CLANCY, M., GOGGINS, J., GUERMAZI, A., GRIGORYAN, M., HUNTER, D. J. 

& FELSON, D. T. 2009. Quadriceps strength and the risk of cartilage loss and symptom 
progression in knee osteoarthritis. Arthritis & Rheumatism, 60, 189-198. 

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, 371-376. 

ANDRIACCHI, T., OGLE, J. & GALANTE, J. 1977. Walking speed as a basis for normal and abnormal gait 
measurements. Journal of biomechanics, 10, 261-268. 

ANDRIACCHI, T. P. 1994. Dynamics of knee malalignment. The Orthopedic clinics of North America, 
25, 395-403. 

ANDRIACCHI, T. P., FAVRE, J., ERHART-HLEDIK, J. & CHU, C. R. 2015. A systems view of risk factors for 
knee osteoarthritis reveals insights into the pathogenesis of the disease. Annals of 
biomedical engineering, 43, 376-387. 

ANDRIKOULA, S., TOKIS, A., VASILIADIS, H. S. & GEORGOULIS, A. 2006. The extensor mechanism of 
the knee joint: an anatomical study. Knee Surgery, Sports Traumatology, Arthroscopy, 14, 
214-220. 

AOKI, O., TSUMURA, N., KIMURA, A., OKUYAMA, S., TAKIKAWA, S. & HIRATA, S. 2009. Home 
stretching exercise is effective for improving knee range of motion and gait in patients with 
knee osteoarthritis. Journal of Physical Therapy Science, 21, 113-119. 

ASAY, J. L., BOYER, K. A. & ANDRIACCHI, T. P. 2013. Repeatability of gait analysis for measuring knee 
osteoarthritis pain in patients with severe chronic pain. Journal of Orthopaedic Research, 31, 
1007-1012. 



 

118 

 

ASAY, J. L., ERHART-HLEDIK, J. C. & ANDRIACCHI, T. P. 2018. Changes in the total knee joint moment in 
patients with medial compartment knee osteoarthritis over 5 years. Journal of Orthopaedic 
Research, 36, 2373-2379. 

ASTEPHEN, J. L., DELUZIO, K. J., CALDWELL, G. E. & DUNBAR, M. J. 2008a. Biomechanical changes at 
the hip, knee, and ankle joints during gait are associated with knee osteoarthritis severity. 
Journal of orthopaedic research, 26, 332-341. 

ASTEPHEN, J. L., DELUZIO, K. J., CALDWELL, G. E., DUNBAR, M. J. & HUBLEY-KOZEY, C. L. 2008b. Gait 
and neuromuscular pattern changes are associated with differences in knee osteoarthritis 
severity levels. Journal of Biomechanics, 41, 868-876. 

ASTEPHEN, J. L., STANISH, W. D. & HUBLEY-KOZEY, C. L. 2017. Asymptomatic and symptomatic 
individuals with the same radiographic evidence of knee osteoarthritis walk with different 
knee moments and muscle activity. J Orthop Res, 35, 1661-1670. 

ASTEPHEN WILSON, J. L., DELUZIO, K. J., DUNBAR, M. J., CALDWELL, G. E. & HUBLEY-KOZEY, C. L. 
2011. The association between knee joint biomechanics and neuromuscular control and 
moderate knee osteoarthritis radiographic and pain severity. Osteoarthritis and Cartilage, 19, 
186-193. 

ATHA, J. 1981. STRENGTHENING MUSCLE. Exercise and Sport Sciences Reviews, 9, 1-74. 
ATKINSON, H. F., BIRMINGHAM, T. B., PRIMEAU, C. A., SCHULZ, J. M., APPLETON, C. T., PRITCHETT, S. 

L. & GIFFIN, J. R. 2021. Association between changes in knee load and effusion-synovitis: 
evidence of mechano-inflammation in knee osteoarthritis using high tibial osteotomy as a 
model. Osteoarthritis and Cartilage, 29, 222-229. 

BAERT, I. A. C., JONKERS, I., STAES, F., LUYTEN, F. P., TRUIJEN, S. & VERSCHUEREN, S. M. P. 2013. Gait 
characteristics and lower limb muscle strength in women with early and established knee 
osteoarthritis. Clinical Biomechanics, 28, 40-47. 

BANNURU, R. R., OSANI, M., VAYSBROT, E., ARDEN, N., BENNELL, K., BIERMA-ZEINSTRA, S., KRAUS, V., 
LOHMANDER, L. S., ABBOTT, J. & BHANDARI, M. 2019a. OARSI guidelines for the non-surgical 
management of knee, hip, and polyarticular osteoarthritis. Osteoarthritis and cartilage, 27, 
1578-1589. 

BANNURU, R. R., OSANI, M. C., VAYSBROT, E. E., ARDEN, N. K., BENNELL, K., BIERMA-ZEINSTRA, S. M. 
A., KRAUS, V. B., LOHMANDER, L. S., ABBOTT, J. H., BHANDARI, M., BLANCO, F. J., ESPINOSA, 
R., HAUGEN, I. K., LIN, J., MANDL, L. A., MOILANEN, E., NAKAMURA, N., SNYDER-MACKLER, 
L., TROJIAN, T., UNDERWOOD, M. & MCALINDON, T. E. 2019b. OARSI guidelines for the non-
surgical management of knee, hip, and polyarticular osteoarthritis. Osteoarthritis and 
Cartilage, 27, 1578-1589. 

BARBOUR, K. E., HELMICK, C. G., BORING, M. & BRADY, T. J. 2017. Vital Signs: Prevalence of Doctor-
Diagnosed Arthritis and Arthritis-Attributable Activity Limitation - United States, 2013-2015. 
MMWR. Morbidity and mortality weekly report, 66, 246-253. 

BARTHOLDY, C., JUHL, C., CHRISTENSEN, R., LUND, H., ZHANG, W. & HENRIKSEN, M. 2017. The role of 
muscle strengthening in exercise therapy for knee osteoarthritis: A systematic review and 
meta-regression analysis of randomized trials. Semin Arthritis Rheum. 

BECKWÉE, D., VAES, P., CNUDDE, M., SWINNEN, E. & BAUTMANS, I. 2013. Osteoarthritis of the knee: 
Why does exercise work? A qualitative study of the literature. Ageing Research Reviews, 12, 
226-236. 

BECKWÉE, D., VAES, P., SHAHABPOUR, M., MUYLDERMANS, R., ROMMERS, N. & BAUTMANS, I. 2015. 
The Influence of Joint Loading on Bone Marrow Lesions in the Knee:A Systematic Review 
With Meta-analysis. The American Journal of Sports Medicine, 43, 3093-3107. 

BEDSON, J. & CROFT, P. R. 2008. The discordance between clinical and radiographic knee 
osteoarthritis: a systematic search and summary of the literature. BMC Musculoskelet Disord, 
9, 116. 

BELLAMY, N., BUCHANAN, W. W., GOLDSMITH, C. H., CAMPBELL, J. & STITT, L. W. 1988. Validation 
study of WOMAC: A health status instrument for measuring clinically important patient 



 

119 

 

relevant outcomes to antirheumatic drug therapy in patients with osteoarthritis of the hip or 
knee. Journal of Rheumatology, 15, 1833-1840. 

BENNELL, K. L., CREABY, M. W., WRIGLEY, T. V., BOWLES, K.-A., HINMAN, R. S., CICUTTINI, F. & 
HUNTER, D. J. 2010a. Bone marrow lesions are related to dynamic knee loading in medial 
knee osteoarthritis. Annals of the rheumatic diseases, ard118182. 

BENNELL, K. L., HUNT, M. A., WRIGLEY, T. V., HUNTER, D. J., MCMANUS, F. J., HODGES, P. W., LI, L. & 
HINMAN, R. S. 2010b. 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, 621-628. 

BENNELL, K. L., HUNT, M. A., WRIGLEY, T. V., LIM, B.-W. & HINMAN, R. S. 2008. Role of Muscle in the 
Genesis and Management of Knee Osteoarthritis. Rheumatic Disease Clinics of North 
America, 34, 731-754. 

BENNELL, K. L., KYRIAKIDES, M., METCALF, B., EGERTON, T., WRIGLEY, T. V., HODGES, P. W., HUNT, M. 
A., ROOS, E. M., FORBES, A. & AGEBERG, E. 2014a. Neuromuscular versus quadriceps 
strengthening exercise in patients with medial knee osteoarthritis and varus malalignment: a 
randomized controlled trial. Arthritis & Rheumatology, 66, 950-959. 

BENNELL, K. L., KYRIAKIDES, M., METCALF, B., EGERTON, T., WRIGLEY, T. V., HODGES, P. W., HUNT, M. 
A., ROOS, E. M., FORBES, A., AGEBERG, E. & HINMAN, R. S. 2014b. Neuromuscular versus 
quadriceps strengthening exercise in patients with medial knee osteoarthritis and varus 
malalignment: a randomized controlled trial. Arthritis & Rheumatology (Hoboken, N.J.), 66, 
950-959. 

BENNELL, K. L., KYRIAKIDES, M., METCALF, B., EGERTON, T., WRIGLEY, T. V., HODGES, P. W., HUNT, M. 
A., ROOS, E. M., FORBES, A., AGEBERG, E. & HINMAN, R. S. 2014c. Neuromuscular Versus 
Quadriceps Strengthening Exercise in Patients With Medial Knee Osteoarthritis and Varus 
Malalignment: A Randomized Controlled Trial. Arthritis & Rheumatology, 66, 950-959. 

BENNER, R. W., SHELBOURNE, K. D., BAUMAN, S. N., NORRIS, A. & GRAY, T. 2019. Knee Osteoarthritis: 
Alternative Range of Motion Treatment. Orthopedic Clinics, 50, 425-432. 

BENTLER, P. M. & BONETT, D. G. 1980. Significance tests and goodness of fit in the analysis of 
covariance structures. Psychological Bulletin, 88, 588-606. 

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, 1012-1017. 

BLAKENEY, W., CLÉMENT, J., DESMEULES, F., HAGEMEISTER, N., RIVIÈRE, C. & VENDITTOLI, P.-A. 2019. 
Kinematic alignment in total knee arthroplasty better reproduces normal gait than 
mechanical alignment. Knee Surgery, Sports Traumatology, Arthroscopy, 27, 1410-1417. 

BOMBACI, H., KILIÇOĞLU, G., ONUR, G., YANIK, S. & GÖRGEÇ, M. 2011. Tibial torsion: cause or 
consequence of osteoarthritis? Acta orthopaedica et traumatologica turcica, 46, 181-185. 

BOYER, K. A., ANGST, M. S., ASAY, J., GIORI, N. J. & ANDRIACCHI, T. P. 2012. Sensitivity of gait 
parameters to the effects of anti-inflammatory and opioid treatments in knee osteoarthritis 
patients. Journal of Orthopaedic Research, 30, 1118-1124. 

BOYER, K. A. & HAFER, J. F. 2019. Gait mechanics contribute to exercise induced pain flares in knee 
osteoarthritis. BMC Musculoskeletal Disorders, 20, 107. 

BUCK, F. M., GUGGENBERGER, R., KOCH, P. P. & PFIRRMANN, C. W. 2012a. Femoral and tibial torsion 
measurements with 3D models based on low-dose biplanar radiographs in comparison with 
standard CT measurements. American Journal of Roentgenology, 199, W607-W612. 

BUCK, F. M., GUGGENBERGER, R., KOCH, P. P. & PFIRRMANN, C. W. A. 2012b. Femoral and Tibial 
Torsion Measurements With 3D Models Based on Low-Dose Biplanar Radiographs in 
Comparison With Standard CT Measurements. American Journal of Roentgenology, 199, 
W607-W612. 

BYTYQI, D., SHABANI, B., LUSTIG, S., CHEZE, L., KARAHODA GJURGJEALA, N. & NEYRET, P. 2014. Gait 
knee kinematic alterations in medial osteoarthritis: three dimensional assessment. 



 

120 

 

International Orthopaedics, 38, 1191-1198. 
CALDER, K. M., ACKER, S. M., ARORA, N., BEATTIE, K. A., CALLAGHAN, J. P., ADACHI, J. D. & MALY, M. 

R. 2014. Knee Power Is an Important Parameter in Understanding Medial Knee Joint Load in 
Knee Osteoarthritis. Arthritis Care & Research, 66, 687-694. 

CEREJO, R., DUNLOP, D. D., CHANNIN, D., SONG, J. & SHARMA, L. 2002. The influence of alignment on 
risk of knee osteoarthritis progression according to baseline stage of disease. Arthritis & 
Rheumatism, 46, 2632-2636. 

CHANG, A. H., MOISIO, K. C., CHMIEL, J. S., ECKSTEIN, F., GUERMAZI, A., PRASAD, P. V., ZHANG, Y., 
ALMAGOR, O., BELISLE, L., HAYES, K. & SHARMA, L. 2015. External knee adduction and 
flexion moments during gait and medial tibiofemoral disease progression in knee 
osteoarthritis. Osteoarthritis and Cartilage, 23, 1099-1106. 

CHANG, S.-Y., LIN, Y.-J., HSU, W.-C., HSIEH, L.-F., LIN, Y.-H., CHANG, C.-C., CHOU, Y.-C. & CHEN, L.-F. 
2016. Exercise alters gait pattern but not knee load in patients with knee osteoarthritis. 
BioMed research international, 2016. 

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, 1833-1839. 

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, 44-49. 

CHIN, C., SAYRE, E. C., GUERMAZI, A., NICOLAOU, S., ESDAILE, J. M., KOPEC, J., THORNE, A., SINGER, 
J., WONG, H. & CIBERE, J. 2019. Quadriceps Weakness and Risk of Knee Cartilage Loss Seen 
on Magnetic Resonance Imaging in a Population-based Cohort with Knee Pain. The Journal of 
Rheumatology, 46, 198. 

CHINO, K. & TAKAHASHI, H. 2015. The association of muscle and tendon elasticity with passive joint 
stiffness: In vivo measurements using ultrasound shear wave elastography. Clin Biomech 
(Bristol, Avon). 

CICUTTINI, F., WLUKA, A., HANKIN, J. & WANG, Y. 2004. Longitudinal study of the relationship 
between knee angle and tibiofemoral cartilage volume in subjects with knee osteoarthritis. 
Rheumatology, 43, 321-324. 

CLAESSENS, A. A., SCHOUTEN, J. S., VAN DEN OUWELAND, F. A. & VALKENBURG, H. A. 1990. Do 
clinical findings associate with radiographic osteoarthritis of the knee? Annals of the 
rheumatic diseases, 49, 771-774. 

COLLABORATORS, G. D. A. I. I. A. P. 2017. Global, regional, and national incidence, prevalence, and 
years lived with disability for 328 diseases and injuries for 195 countries, 1990–2016: a 
systematic analysis for the Global Burden of Disease Study 2016. The Lancet, 390, 1211-
1259. 

COLLINS, N., PRINSEN, C., CHRISTENSEN, R., BARTELS, E., TERWEE, C. & ROOS, E. 2016. Knee Injury 
and Osteoarthritis Outcome Score (KOOS): systematic review and meta-analysis of 
measurement properties. Osteoarthritis and Cartilage, 24, 1317-1329. 

COOKE, T., CHIR, B., PRICE, N., FISHER, B. & HEDDEN, D. 1990. The Inwardly Pointing Knee An 
Unrecognized Problem of External Rotational Malalignment. Clinical Orthopaedics and 
Related Research®, 260, 56-60. 

CREABY, M. 2015. It's not all about the knee adduction moment: the role of the knee flexion moment 
in medial knee joint loading. Osteoarthritis and Cartilage, 23, 1038-1040. 

CREABY, M., HUNT, M. A., HINMAN, R. S. & BENNELL, K. L. 2013. Sagittal plane joint loading is related 
to knee flexion in osteoarthritic gait. Clinical Biomechanics, 28, 916-920. 

CREABY, M., WANG, Y., BENNELL, K., HINMAN, R., METCALF, B., BOWLES, K.-A. & CICUTTINI, F. 2010. 
Dynamic knee loading is related to cartilage defects and tibial plateau bone area in medial 
knee osteoarthritis. Osteoarthritis and Cartilage, 18, 1380-1385. 

CUI, W., WANG, C., CHEN, W., GUO, Y., JIA, Y., DU, W. & WANG, C. 2019. Effects of Toe-Out and Toe-In 



 

121 

 

Gaits on Lower-Extremity Kinematics, Dynamics, and Electromyography. Applied Sciences, 9, 
5245. 

CULVENOR, A. G., COLLINS, N. J., GUERMAZI, A., COOK, J. L., VICENZINO, B., KHAN, K. M., BECK, N., 
VAN LEEUWEN, J. & CROSSLEY, K. M. 2015. Early knee osteoarthritis is evident one year 
following anterior cruciate ligament reconstruction: a magnetic resonance imaging 
evaluation. Arthritis & Rheumatology, 67, 946-955. 

DAVIES-TUCK, M. L., WLUKA, A. E., TEICHTAHL, A. J., MARTEL-PELLETIER, J., PELLETIER, J.-P., JONES, 
G., DING, C., DAVIS, S. R. & CICUTTINI, F. M. 2008. Association between meniscal tears and 
the peak external knee adduction moment and foot rotation during level walking in 
postmenopausal women without knee osteoarthritis: a cross-sectional study. Arthritis 
Research & Therapy, 10, R58. 

DAVIS, H. C., LUC-HARKEY, B. A., SEELEY, M. K., TROY BLACKBURN, J. & PIETROSIMONE, B. 2019. 
Sagittal plane walking biomechanics in individuals with knee osteoarthritis after quadriceps 
strengthening. Osteoarthritis and Cartilage, 27, 771-780. 

DE OLIVEIRA SILVA, D., BRIANI, R. V., PAZZINATTO, M. F., FERRARI, D., ARAGÃO, F. A. & DE AZEVEDO, F. 
M. 2015. Reduced knee flexion is a possible cause of increased loading rates in individuals 
with patellofemoral pain. Clinical Biomechanics, 30, 971-975. 

DECI, E. L., EGHRARI, H., PATRICK, B. C. & LEONE, D. R. 1994. Facilitating internalization: The self‐
determination theory perspective. Journal of personality, 62, 119-142. 

DEVITA, P., AABOE, J., BARTHOLDY, C., LEONARDIS, J. M., BLIDDAL, H. & HENRIKSEN, M. 2018. 
Quadriceps-strengthening exercise and quadriceps and knee biomechanics during walking in 
knee osteoarthritis: A two-centre randomized controlled trial. Clinical Biomechanics, 59, 199-
206. 

DIEPPE, P. A. & LOHMANDER, L. S. 2005. Pathogenesis and management of pain in osteoarthritis. The 
Lancet, 365, 965-973. 

DIXON, S. J., HINMAN, R. S., CREABY, M. W., KEMP, G. & CROSSLEY, K. M. 2010. Knee joint stiffness 
during walking in knee osteoarthritis. Arthritis Care & Research, 62, 38-44. 

DRIBAN, J. B., HOOTMAN, J. M., SITLER, M. R., HARRIS, K. P. & CATTANO, N. M. 2017. Is participation 
in certain sports associated with knee osteoarthritis? A systematic review. Journal of athletic 
training, 52, 497-506. 

DRIBAN, J. B., PRICE, L. L., LO, G. H., PANG, J., HUNTER, D. J., MILLER, E., WARD, R. J., EATON, C. B., 
LYNCH, J. A. & MCALINDON, T. E. 2013. Evaluation of bone marrow lesion volume as a knee 
osteoarthritis biomarker - longitudinal relationships with pain and structural changes: data 
from the Osteoarthritis Initiative. Arthritis Research & Therapy, 15, R112. 

DUFFELL, L. D., HOPE, N. & MCGREGOR, A. H. 2014. Comparison of kinematic and kinetic parameters 
calculated using a cluster-based model and Vicon’s plug-in gait. Proceedings of the Institution 
of Mechanical Engineers, Part H: Journal of Engineering in Medicine, 228, 206-210. 

DUPARC, F., THOMINE, J., SIMONET, J. & BIGA, N. 2014. Femoral and tibial bone torsions associated 
with medial femoro-tibial osteoarthritis. Index of cumulative torsions. Orthopaedics & 
Traumatology: Surgery & Research, 100, 69-74. 

EBY, S. F., SONG, P., CHEN, S., CHEN, Q., GREENLEAF, J. F. & AN, K. N. 2013. Validation of shear wave 
elastography in skeletal muscle. J Biomech, 46, 2381-7. 

EDD, S. N., OMOUMI, P., ANDRIACCHI, T. P., JOLLES, B. M. & FAVRE, J. 2018. Modeling knee 
osteoarthritis pathophysiology using an integrated joint system (IJS): a systematic review of 
relationships among cartilage thickness, gait mechanics, and subchondral bone mineral 
density. Osteoarthritis and Cartilage, 26, 1425-1437. 

EMA, R., WAKAHARA, T., HIRAYAMA, K. & KAWAKAMI, Y. 2017. Effect of knee alignment on the 
quadriceps femoris muscularity: Cross-sectional comparison of trained versus untrained 
individuals in both sexes. PloS one, 12. 

ERHART-HLEDIK, J. C., CHU, C. R., ASAY, J. L., FAVRE, J. & ANDRIACCHI, T. P. 2019. Longitudinal changes 
in the total knee joint moment after anterior cruciate ligament reconstruction correlate with 



 

122 

 

cartilage thickness changes. Journal of Orthopaedic Research, 0. 
ERSOZ, M. & ERGUN, S. 2003. Relationship Between Knee Range of Motion and Kellgren-Lawrence 

Radiographic Scores in Knee Osteoarthritis. American Journal of Physical Medicine & 
Rehabilitation, 82, 110-115. 

FARROKHI, S., MEHOLIC, B., CHUANG, W.-N., GUSTAFSON, J. A., FITZGERALD, G. K. & TASHMAN, S. 
2015a. Altered frontal and transverse plane tibiofemoral kinematics and patellofemoral 
malalignments during downhill gait in patients with mixed knee osteoarthritis. Journal of 
Biomechanics, 48, 1707-1712. 

FARROKHI, S., O’CONNELL, M. & FITZGERALD, G. K. 2015b. Altered gait biomechanics and increased 
knee-specific impairments in patients with coexisting tibiofemoral and patellofemoral 
osteoarthritis. Gait & Posture, 41, 81-85. 

FARROKHI, S., TASHMAN, S., GIL, A. B., KLATT, B. A. & FITZGERALD, G. K. 2012. Are the kinematics of 
the knee joint altered during the loading response phase of gait in individuals with 
concurrent knee osteoarthritis and complaints of joint instability? A dynamic stereo X-ray 
study. Clinical Biomechanics, 27, 384-389. 

FARROKHI, S., VOYCHECK, C. A., TASHMAN, S. & FITZGERALD, G. K. 2013. A biomechanical perspective 
on physical therapy management of knee osteoarthritis. Journal of orthopaedic & sports 
physical therapy, 43, 600-619. 

FAVERO, M., RAMONDA, R., GOLDRING, M. B., GOLDRING, S. R. & PUNZI, L. 2015. Early knee 
osteoarthritis. RMD Open, 1, e000062. 

FAVRE, J., ERHART-HLEDIK, J. C. & ANDRIACCHI, T. P. 2014. Age-related differences in sagittal-plane 
knee function at heel-strike of walking are increased in osteoarthritic patients. Osteoarthritis 
and Cartilage, 22, 464-471. 

FELSON, D. T. 2005. The sources of pain in knee osteoarthritis. Current opinion in rheumatology, 17, 
624-628. 

FELSON, D. T. 2013. Osteoarthritis as a disease of mechanics. Osteoarthritis Cartilage, 21, 10-5. 
FELSON, D. T., CHAISSON, C. E., HILL, C. L. & ET AL. 2001. THe association of bone marrow lesions 

with pain in knee osteoarthritis. Annals of Internal Medicine, 134, 541-549. 
FELSON, D. T., COOKE, T. D. V., NIU, J., GOGGINS, J., CHOI, J., YU, J. & NEVITT, M. C. 2009. Can 

anatomic alignment measured from a knee radiograph substitute for mechanical alignment 
from full limb films? Osteoarthritis and Cartilage, 17, 1448-1452. 

FELSON, D. T., MCALINDON, T. E., ANDERSON, J. J., WEISSMAN, B. W., ALIABADI, P., EVANS, S., LEVY, 
D. & LAVALLEY, M. P. 1997. Defining radiographic osteoarthritis for the whole knee. 
Osteoarthritis and cartilage, 5, 241-250. 

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 & Rheumatology, 30, 914-918. 

FERNANDES, L., HAGEN, K. B., BIJLSMA, J. W., ANDREASSEN, O., CHRISTENSEN, P., CONAGHAN, P. G., 
DOHERTY, M., GEENEN, R., HAMMOND, A. & KJEKEN, I. 2013a. EULAR recommendations for 
the non-pharmacological core management of hip and knee osteoarthritis. Annals of the 
rheumatic diseases, 72, 1125-1135. 

FERNANDES, L., HAGEN, K. B., BIJLSMA, J. W. J., ANDREASSEN, O., CHRISTENSEN, P., CONAGHAN, P. 
G., DOHERTY, M., GEENEN, R., HAMMOND, A., KJEKEN, I., LOHMANDER, L. S., LUND, H., 
MALLEN, C. D., NAVA, T., OLIVER, S., PAVELKA, K., PITSILLIDOU, I., DA SILVA, J. A., DE LA 
TORRE, J., ZANOLI, G. & VLIET VLIELAND, T. P. M. 2013b. EULAR recommendations for the 
non-pharmacological core management of hip and knee osteoarthritis. Annals of the 
Rheumatic Diseases, 72, 1125. 

FERREIRA, G. E., ROBINSON, C. C., WIEBUSCH, M., VIERO, C. C. D. M., 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, 521-527. 

FINDLAY, D. M. & ATKINS, G. J. 2014. Osteoblast-chondrocyte interactions in osteoarthritis. Current 



 

123 

 

osteoporosis reports, 12, 127-134. 
FLANDRY, F. & HOMMEL, G. 2011. Normal Anatomy and Biomechanics of the Knee. Sports Medicine 

and Arthroscopy Review, 19, 82-92. 
FOLINAIS, D., THELEN, P., DELIN, C., RADIER, C., CATONNE, Y. & LAZENNEC, J. Y. 2013. Measuring 

femoral and rotational alignment: EOS system versus computed tomography. Orthopaedics & 
Traumatology: Surgery & Research, 99, 509-516. 

FOROUGHI, N., SMITH, R. & VANWANSEELE, B. 2009. The association of external knee adduction 
moment with biomechanical variables in osteoarthritis: a systematic review. Knee, 16, 303-9. 

FOX, M. D., REINBOLT, J. A., ÕUNPUU, S. & DELP, S. L. 2009. Mechanisms of improved knee flexion 
after rectus femoris transfer surgery. Journal of Biomechanics, 42, 614-619. 

FRANSEN, M., MCCONNELL, S., HARMER, A. R., VAN DER ESCH, M., SIMIC, M. & BENNELL, K. L. 2015. 
Exercise for osteoarthritis of the knee. Cochrane Database of Systematic Reviews. 

FUNCK-BRENTANO, T. & COHEN-SOLAL, M. 2015. Subchondral bone and osteoarthritis. Current 
opinion in rheumatology, 27, 420-426. 

GAJDOSIK, R. L. 2001. Passive extensibility of skeletal muscle: review of the literature with clinical 
implications. Clinical Biomechanics, 16, 87-101. 

GANDEK, B. 2015. Measurement Properties of the Western Ontario and McMaster Universities 
Osteoarthritis Index: A Systematic Review. Arthritis Care & Research, 67, 216-229. 

GLASS, N. A., TORNER, J. C., FREY LAW, L. A., WANG, K., YANG, T., NEVITT, M. C., FELSON, D. T., LEWIS, 
C. E. & SEGAL, N. A. 2013. The relationship between quadriceps muscle weakness and 
worsening of knee pain in the MOST cohort: a 5-year longitudinal study. Osteoarthritis and 
Cartilage, 21, 1154-1159. 

GOH, S.-L., PERSSON, M. S. M., STOCKS, J., HOU, Y., WELTON, N. J., LIN, J., HALL, M. C., DOHERTY, M. 
& ZHANG, W. 2019. Relative Efficacy of Different Exercises for Pain, Function, Performance 
and Quality of Life in Knee and Hip Osteoarthritis: Systematic Review and Network Meta-
Analysis. Sports Medicine, 49, 743-761. 

GOK, H., ERGIN, S. & YAVUZER, G. 2002. Kinetic and kinematic characteristics of gait in patients with 
medial knee arthrosis. Acta Orthop Scand, 73, 647-52. 

GOLDRING, M. B. & MARCU, K. B. 2009. Cartilage homeostasis in health and rheumatic diseases. 
Arthritis research & therapy, 11, 224. 

GRGIC, J., GAROFOLINI, A., ORAZEM, J., SABOL, F., SCHOENFELD, B. J. & PEDISIC, Z. 2020. Effects of 
Resistance Training on Muscle Size and Strength in Very Elderly Adults: A Systematic Review 
and Meta-Analysis of Randomized Controlled Trials. Sports Medicine, 50, 1983-1999. 

GUENOUN, B., ZADEGAN, F., AIM, F., HANNOUCHE, D. & NIZARD, R. 2012. Reliability of a new method 
for lower-extremity measurements based on stereoradiographic three-dimensional 
reconstruction. Orthopaedics & Traumatology: Surgery & Research, 98, 506-513. 

HALL, M., BENNELL, K. L., WRIGLEY, T. V., METCALF, B. R., CAMPBELL, P. K., KASZA, J., PATERSON, K. L., 
HUNTER, D. J. & HINMAN, R. S. 2016. The knee adduction moment and knee osteoarthritis 
symptoms: relationships according to radiographic disease severity. Osteoarthritis and 
Cartilage. 

HALL, M., BENNELL, K. L., WRIGLEY, T. V., METCALF, B. R., CAMPBELL, P. K., KASZA, J., PATERSON, K. L., 
HUNTER, D. J. & HINMAN, R. S. 2017. The knee adduction moment and knee osteoarthritis 
symptoms: relationships according to radiographic disease severity. Osteoarthritis and 
Cartilage, 25, 34-41. 

HALLEN, L. & LINDAHL, O. 1966. The “screw-home” movement in the knee-joint. Acta Orthopaedica 
Scandinavica, 37, 97-106. 

HAMAI, S., MORO-OKA, T.-A., MIURA, H., SHIMOTO, T., HIGAKI, H., FREGLY, B. J., IWAMOTO, Y. & 
BANKS, S. A. 2009. Knee kinematics in medial osteoarthritis during in vivo weight-bearing 
activities. Journal of Orthopaedic Research, 27, 1555-1561. 

HANSEN, E. M., MCCARTNEY, C. N., SWEENEY, R. S., PALIMENIO, M. R. & GRINDSTAFF, T. L. 2015. 
Hand-held Dynamometer Positioning Impacts Discomfort During Quadriceps Strength 



 

124 

 

Testing: A Validity and Reliability Study. International journal of sports physical therapy, 10, 
62-68. 

HASSAN, B., 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, 612-618. 

HASSAN, B. S., DOHERTY, S. A., MOCKETT, S. & DOHERTY, M. 2002. Effect of pain reduction on 
postural sway, proprioception, and quadriceps strength in subjects with knee osteoarthritis. 
Annals of the Rheumatic Diseases, 61, 422. 

HAWKER, G. A., STEWART, L., FRENCH, M. R., CIBERE, J., JORDAN, J. M., MARCH, L., SUAREZ-
ALMAZOR, M. & GOOBERMAN-HILL, R. 2008. Understanding the pain experience in hip and 
knee osteoarthritis – an OARSI/OMERACT initiative. Osteoarthritis and Cartilage, 16, 415-
422. 

HEIDEN, T. L., LLOYD, D. G. & ACKLAND, T. R. 2009. Knee joint kinematics, kinetics and muscle co-
contraction in knee osteoarthritis patient gait. Clinical Biomechanics, 24, 833-841. 

HENRIKSEN, M., AABOE, J. & BLIDDAL, H. 2012. The relationship between pain and dynamic knee 
joint loading in knee osteoarthritis varies with radiographic disease severity. A cross sectional 
study. Knee, 19, 392-8. 

HENRIKSEN, M., CREABY, M. W., LUND, H., JUHL, C. & CHRISTENSEN, R. 2014. Is there a causal link 
between knee loading and knee osteoarthritis progression? A systematic review and meta-
analysis of cohort studies and randomised trials. BMJ Open, 4. 

HENRIKSEN, M., GRAVEN-NIELSEN, T., AABOE, J., ANDRIACCHI, T. P. & BLIDDAL, H. 2010. Gait changes 
in patients with knee osteoarthritis are replicated by experimental knee pain. Arthritis Care 
& Research, 62, 501-509. 

HENRIKSEN, M., SIMONSEN, E. B., ALKJÆR, T., LUND, H., GRAVEN-NIELSEN, T., DANNESKIOLD-
SAMSØE, B. & BLIDDAL, H. 2006. Increased joint loads during walking–a consequence of pain 
relief in knee osteoarthritis. The Knee, 13, 445-450. 

HESSEL, A. L., LINDSTEDT, S. L. & NISHIKAWA, K. C. 2017. Physiological Mechanisms of Eccentric 
Contraction and Its Applications: A Role for the Giant Titin Protein. Frontiers in physiology, 8, 
70-70. 

HILFIKER, R., JÜNI, P., NÜESCH, E., DIEPPE, P. A. & REICHENBACH, S. 2015. Association of radiographic 
osteoarthritis, pain on passive movement and knee range of motion: A cross-sectional study. 
Manual Therapy, 20, 361-365. 

HIRATA, K., KANEHISA, H., MIYAMOTO-MIKAMI, E. & MIYAMOTO, N. 2015. Evidence for intermuscle 
difference in slack angle in human triceps surae. J Biomech, 48, 1210-3. 

HOLSGAARD-LARSEN, A., CLAUSEN, B., SØNDERGAARD, J., CHRISTENSEN, R., ANDRIACCHI, T. & ROOS, 
E. 2017. The effect of instruction in analgesic use compared with neuromuscular exercise on 
knee-joint load in patients with knee osteoarthritis: a randomized, single-blind, controlled 
trial. Osteoarthritis and Cartilage, 25, 470-480. 

HUANG, M.-H., LIN, Y.-S., YANG, R.-C. & LEE, C.-L. 2003. A comparison of various therapeutic exercises 
on the functional status of patients with knee osteoarthritis. Seminars in Arthritis and 
Rheumatism, 32, 398-406. 

HUBLEY-KOZEY, C. L., DELUZIO, K. J., LANDRY, S. C., MCNUTT, J. S. & STANISH, W. D. 2006. 
Neuromuscular alterations during walking in persons with moderate knee osteoarthritis. 
Journal of Electromyography and Kinesiology, 16, 365-378. 

HUDSON, D. 2016. The rotational profile: A study of lower limb axial torsion, hip rotation, and the 
foot progression angle in healthy adults. Gait & Posture, 49, 426-430. 

HUG, F., TUCKER, K., GENNISSON, J. L., TANTER, M. & NORDEZ, A. 2015. Elastography for Muscle 
Biomechanics: Toward the Estimation of Individual Muscle Force. Exerc Sport Sci Rev, 43, 
125-33. 

HUNT, M. A., HINMAN, R. S., METCALF, B. R., LIM, B.-W., WRIGLEY, T. V., BOWLES, K.-A., KEMP, G. & 
BENNELL, K. L. 2010. Quadriceps strength is not related to gait impact loading in knee 



 

125 

 

osteoarthritis. The Knee, 17, 296-302. 
HUNT, M. A., POLLOCK, C. L., KRAUS, V. B., SAXNE, T., PETERS, S., HUEBNER, J. L., SAYRE, E. C. & 

CIBERE, J. 2013. Relationships amongst osteoarthritis biomarkers, dynamic knee joint load, 
and exercise: results from a randomized controlled pilot study. BMC Musculoskeletal 
Disorders, 14, 115-115. 

HUNTER, D. J. & BIERMA-ZEINSTRA, S. 2019. Osteoarthritis. The Lancet, 393, 1745-1759. 
HUNTER, D. J., MARCH, L. & SAMBROOK, P. N. 2003. The association of cartilage volume with knee 

pain. Osteoarthritis and Cartilage, 11, 725-729. 
HUNTER, D. J., ZHANG, Y., NIU, J., TU, X., AMIN, S., GOGGINS, J., LAVALLEY, M., GUERMAZI, A., GALE, 

D. & FELSON, D. T. 2005. Structural factors associated with malalignment in knee 
osteoarthritis: the Boston osteoarthritis knee study. The Journal of rheumatology, 32, 2192-
2199. 

HURLEY, M. V. 1999. The role of muscle weakness in the pathogenesis of osteoarthritis. Rheumatic 
Disease Clinics of North America, 25, 283-298. 

HURWITZ, D., RYALS, A., BLOCK, J., SHARMA, L., SCHNITZER, T. & ANDRIACCHI, T. 2000. Knee pain and 
joint loading in subjects with osteoarthritis of the knee. Journal of Orthopaedic Research, 18, 
572-579. 

HURWITZ, D., RYALS, A., CASE, J., BLOCK, J. & ANDRIACCHI, T. 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, 101-107. 

ILLÉS, T. & SOMOSKEÖY, S. 2012. The EOS™ imaging system and its uses in daily orthopaedic practice. 
International Orthopaedics, 36, 1325-1331. 

JAMES, S. L., ABATE, D., ABATE, K. H., ABAY, S. M., ABBAFATI, C., ABBASI, N., ABBASTABAR, H., ABD-
ALLAH, F., ABDELA, J., ABDELALIM, A., ABDOLLAHPOUR, I., ABDULKADER, R. S., ABEBE, Z., 
ABERA, S. F., ABIL, O. Z., ABRAHA, H. N., ABU-RADDAD, L. J., ABU-RMEILEH, N. M. E., 
ACCROMBESSI, M. M. K., ACHARYA, D., ACHARYA, P., ACKERMAN, I. N., ADAMU, A. A., 
ADEBAYO, O. M., ADEKANMBI, V., ADETOKUNBOH, O. O., ADIB, M. G., ADSUAR, J. C., AFANVI, 
K. A., AFARIDEH, M., AFSHIN, A., AGARWAL, G., AGESA, K. M., AGGARWAL, R., AGHAYAN, S. 
A., AGRAWAL, S., AHMADI, A., AHMADI, M., AHMADIEH, H., AHMED, M. B., AICHOUR, A. N., 
AICHOUR, I., AICHOUR, M. T. E., AKINYEMIJU, T., AKSEER, N., AL-ALY, Z., AL-EYADHY, A., AL-
MEKHLAFI, H. M., AL-RADDADI, R. M., ALAHDAB, F., ALAM, K., ALAM, T., ALASHI, A., ALAVIAN, 
S. M., ALENE, K. A., ALIJANZADEH, M., ALIZADEH-NAVAEI, R., ALJUNID, S. M., ALKERWI, A. A., 
ALLA, F., ALLEBECK, P., ALOUANI, M. M. L., ALTIRKAWI, K., ALVIS-GUZMAN, N., AMARE, A. T., 
AMINDE, L. N., AMMAR, W., AMOAKO, Y. A., ANBER, N. H., ANDREI, C. L., ANDROUDI, S., 
ANIMUT, M. D., ANJOMSHOA, M., ANSHA, M. G., ANTONIO, C. A. T., ANWARI, P., ARABLOO, 
J., ARAUZ, A., AREMU, O., ARIANI, F., ARMOON, B., ÄRNLÖV, J., ARORA, A., ARTAMAN, A., 
ARYAL, K. K., ASAYESH, H., ASGHAR, R. J., ATARO, Z., ATRE, S. R., AUSLOOS, M., AVILA-
BURGOS, L., AVOKPAHO, E. F. G. A., AWASTHI, A., AYALA QUINTANILLA, B. P., AYER, R., 
AZZOPARDI, P. S., BABAZADEH, A., BADALI, H., BADAWI, A., BALI, A. G., et al. 2018. Global, 
regional, and national incidence, prevalence, and years lived with disability for 354 diseases 
and injuries for 195 countries and territories, 1990–2017: a systematic analysis for the Global 
Burden of Disease Study 2017. The Lancet, 392, 1789-1858. 

JEFFERSON, R., COLLINS, J., WHITTLE, M., RADIN, E. & O'CONNOR, J. 1990. The role of the quadriceps 
in controlling impulsive forces around heel strike. Proceedings of the Institution of 
Mechanical Engineers, Part H: Journal of Engineering in Medicine, 204, 21-28. 

JEFFRIES, M. A. 2019. Osteoarthritis year in review 2018: genetics and epigenetics. Osteoarthritis and 
cartilage, 27, 371-377. 

JORDAN, J., LUTA, G., RENNER, J., DRAGOMIR, A., HOCHBERG, M. & FRYER, J. 1997. Knee pain and 
knee osteoarthritis severity in self-reported task specific disability: the Johnston County 
Osteoarthritis Project. The Journal of rheumatology, 24, 1344-1349. 



 

126 

 

JORDAN, J. M., HELMICK, C. G., RENNER, J. B., LUTA, G., DRAGOMIR, A. D., WOODARD, J., FANG, F., 
SCHWARTZ, T. A., ABBATE, L. M. & CALLAHAN, L. F. 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, 172-180. 

KAN, H., CHAN, P., YAN, C., CHIU, P., YEUNG, S., NG, Y., SHIU, K. & HO, T. 2019. Non-surgical treatment 
of knee osteoarthritis. Hong Kong Medical Journal. 

KANG, X., FRANSEN, M., ZHANG, Y., LI, H., KE, Y., LU, M., SU, S., SONG, X., GUO, Y., CHEN, J., NIU, J., 
FELSON, D. & LIN, J. 2009. The high prevalence of knee osteoarthritis in a rural Chinese 
population: The Wuchuan osteoarthritis study. Arthritis Care & Research, 61, 641-647. 

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, 907-915. 

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, 520-523. 

KELLGREN, J. & LAWRENCE, J. 1957. Radiological assessment of osteo-arthrosis. Annals of the 
rheumatic diseases, 16, 494. 

KENAWEY, M., LIODAKIS, E., KRETTEK, C., OSTERMEIER, S., HORN, T. & HANKEMEIER, S. 2011. Effect 
of the lower limb rotational alignment on tibiofemoral contact pressure. Knee Surgery, Sports 
Traumatology, Arthroscopy, 19, 1851-1859. 

KHAN, S. S., KHAN, S. J. & USMAN, J. 2017. Effects of toe-out and toe-in gait with varying walking 
speeds on knee joint mechanics and lower limb energetics. Gait & Posture, 53, 185-192. 

KHARB, A., SAINI, V., JAIN, Y. & DHIMAN, S. 2011. A review of gait cycle and its parameters. IJCEM 
International Journal of Computational Engineering & Management, 13, 78-83. 

KING, L. K., BIRMINGHAM, T. B., KEAN, C. O., JONES, I. C., BRYANT, D. M. & GIFFIN, J. R. 2008. 
Resistance training for medial compartment knee osteoarthritis and malalignment. Medicine 
and Science in Sports and Exercise, 40, 1376-1384. 

KLEM, L. 1995. Path analysis. Reading and understanding multivariate statistics. Washington, DC, US: 
American Psychological Association. 

KLINE, R. B. 2015. Principles and practice of structural equation modeling, Guilford publications. 
KOLASINSKI, S. L., NEOGI, T., HOCHBERG, M. C., OATIS, C., GUYATT, G., BLOCK, J., CALLAHAN, L., 

COPENHAVER, C., DODGE, C., FELSON, D., GELLAR, K., HARVEY, W. F., HAWKER, G., HERZIG, E., 
KWOH, C. K., NELSON, A. E., SAMUELS, J., SCANZELLO, C., WHITE, D., WISE, B., ALTMAN, R. D., 
DIRENZO, D., FONTANAROSA, J., GIRADI, G., ISHIMORI, M., MISRA, D., SHAH, A. A., SHMAGEL, 
A. K., THOMA, L. M., TURGUNBAEV, M., TURNER, A. S. & RESTON, J. 2020. 2019 American 
College of Rheumatology/Arthritis Foundation Guideline for the Management of 
Osteoarthritis of the Hand, Hip, and Knee. Arthritis & Rheumatology, 72, 220-233. 

KRACKOW, K. A., MANDEVILLE, D. S., RACHALA, S. R., BAYERS-THERING, M. & OSTERNIG, L. R. 2011. 
Torsion deformity and joint loading for medial knee osteoarthritis. Gait & Posture, 33, 625-
629. 

KRASNOKUTSKY, S., BELITSKAYA‐LÉVY, I., BENCARDINO, J., SAMUELS, J., ATTUR, M., REGATTE, R., 
ROSENTHAL, P., GREENBERG, J., SCHWEITZER, M. & ABRAMSON, S. B. 2011. Quantitative 
magnetic resonance imaging evidence of synovial proliferation is associated with 
radiographic severity of knee osteoarthritis. Arthritis & Rheumatism, 63, 2983-2991. 

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, 1754-1761. 

LEE, S.-H., LEE, J.-H., AHN, S.-E., PARK, M.-J. & LEE, D.-H. 2015. Correlation between Quadriceps 
Endurance and Adduction Moment in Medial Knee Osteoarthritis. PLOS ONE, 10, e0141972. 

LEWEK, M., RUDOLPH, K., AXE, M. & SNYDER-MACKLER, L. 2002. The effect of insufficient quadriceps 
strength on gait after anterior cruciate ligament reconstruction. Clinical Biomechanics, 17, 
56-63. 



 

127 

 

LEWEK, M. D., RUDOLPH, K. S. & SNYDER‐MACKLER, L. 2004. Quadriceps femoris muscle weakness 
and activation failure in patients with symptomatic knee osteoarthritis. Journal of 
Orthopaedic Research, 22, 110-115. 

LI, B. & ASPDEN, R. M. 1997. Composition and mechanical properties of cancellous bone from the 
femoral head of patients with osteoporosis or osteoarthritis. Journal of Bone and Mineral 
Research, 12, 641-651. 

LIEBER, R. L. 2010. Skeletal muscle structure, function, and plasticity : the physiological basis of 
rehabilitation, Baltimore, Md., Lippincott Williams & Wilkins. 

LIIKAVAINIO, T., LYYTINEN, T., TYRVÄINEN, E., SIPILÄ, S. & AROKOSKI, J. P. 2008. Physical Function and 
Properties of Quadriceps Femoris Muscle in Men With Knee Osteoarthritis. Archives of 
Physical Medicine and Rehabilitation, 89, 2185-2194. 

LIM, B.-W., HINMAN, R. S., WRIGLEY, T. V., SHARMA, L. & BENNELL, K. L. 2008a. 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 And 
Rheumatism, 59, 943-951. 

LIM, B.-W., HINMAN, R. S., WRIGLEY, T. V., SHARMA, L. & BENNELL, K. L. 2008b. 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, 943-951. 

LIM, B.-W., KEMP, G., METCALF, B., WRIGLEY, T. V., BENNELL, K. L., CROSSLEY, K. M. & HINMAN, R. S. 
2009. The association of quadriceps strength with the knee adduction moment in medial 
knee osteoarthritis. Arthritis Care & Research, 61, 451-458. 

LINDGREN, U. & SEIREG, A. 1989. The influence of mediolateral deformity, tibial torsion, and foot 
position on femorotibial load. Archives of Orthopaedic and Trauma Surgery, 108, 22-26. 

LIU, Q., WANG, S., LIN, J. & ZHANG, Y. 2018. The burden for knee osteoarthritis among Chinese 
elderly: estimates from a nationally representative study. Osteoarthritis and Cartilage. 

LOESER, R. F., GOLDRING, S. R., SCANZELLO, C. R. & GOLDRING, M. B. 2012. Osteoarthritis: a disease 
of the joint as an organ. Arthritis & Rheumatism, 64, 1697-1707. 

MAHMOUDIAN, A., VAN DIEЁN, J. H., BAERT, I. A. C., BRUIJN, S. M., FABER, G. S., LUYTEN, F. P. & 
VERSCHUEREN, S. M. P. 2017. Changes in gait characteristics of women with early and 
established medial knee osteoarthritis: Results from a 2-years longitudinal study. Clinical 
Biomechanics, 50, 32-39. 

MALY, M. R., ACKER, S. M., TOTTERMAN, S., TAMEZ-PENA, J., STRATFORD, P. W., CALLAGHAN, J. P., 
ADACHI, J. D. & BEATTIE, K. A. 2015. Knee adduction moment relates to medial femoral and 
tibial cartilage morphology in clinical knee osteoarthritis. J Biomech, 48, 3495-501. 

MALY, M. R., COSTIGAN, P. A. & OLNEY, S. J. 2008. Mechanical factors relate to pain in knee 
osteoarthritis. Clinical Biomechanics, 23, 796-805. 

MANAL, K., GARDINIER, E., BUCHANAN, T. S. & SNYDER-MACKLER, L. 2015. A more informed 
evaluation of medial compartment loading: the combined use of the knee adduction and 
flexor moments. Osteoarthritis and Cartilage, 23, 1107-1111. 

MANETTA, J., FRANZ, L. H., MOON, C., PERELL, K. L. & FANG, M. 2002. Comparison of hip and knee 
muscle moments in subjects with and without knee pain. Gait & Posture, 16, 249-254. 

MATSUI, Y., KADOYA, Y., UEHARA, K., KOBAYASHI, A. & TAKAOKA, K. 2005. Rotational deformity in 
varus osteoarthritis of the knee: analysis with computed tomography. Clinical orthopaedics 
and related research, 433, 147-151. 

MCKEAN, K. A., LANDRY, S. C., HUBLEY-KOZEY, C. L., DUNBAR, M. J., STANISH, W. D. & DELUZIO, K. J. 
2007. Gender differences exist in osteoarthritic gait. Clinical Biomechanics, 22, 400-409. 

MEIJER, M. F., BOERBOOM, A. L., STEVENS, M., BULSTRA, S. K. & REININGA, I. H. F. 2014. Assessment 
of Prosthesis Alignment after Revision Total Knee Arthroplasty Using EOS 2D and 3D Imaging: 
A Reliability Study. PLOS ONE, 9, e104613. 

MELDRUM, D., SHOULDICE, C., CONROY, R., JONES, K. & FORWARD, M. 2014. Test–retest reliability of 



 

128 

 

three dimensional gait analysis: Including a novel approach to visualising agreement of gait 
cycle waveforms with Bland and Altman plots. Gait & Posture, 39, 265-271. 

MEYER, E. G. & HAUT, R. C. 2008. Anterior cruciate ligament injury induced by internal tibial torsion 
or tibiofemoral compression. Journal of Biomechanics, 41, 3377-3383. 

MILLS, K., HETTINGA, B. A., POHL, M. B. & FERBER, R. 2013a. Between-Limb Kinematic Asymmetry 
During Gait in Unilateral and Bilateral Mild to Moderate Knee Osteoarthritis. Archives of 
Physical Medicine and Rehabilitation, 94, 2241-2247. 

MILLS, K., HUNT, M. A. & FERBER, R. 2013b. Biomechanical Deviations During Level Walking 
Associated With Knee Osteoarthritis: A Systematic Review and Meta-Analysis. Arthritis Care 
& Research, 65, 1643-1665. 

MILLS, K., HUNT, M. A., LEIGH, R. & FERBER, R. 2013c. A systematic review and meta-analysis of lower 
limb neuromuscular alterations associated with knee osteoarthritis during level walking. 
Clinical Biomechanics, 28, 713-724. 

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, 617. 

MOCHIZUKI, T., TANIFUJI, O., KOGA, Y., HATA, R., MORI, T., NISHINO, K., SATO, T., KOBAYASHI, K., 
OMORI, G., SAKAMOTO, M., TANABE, Y. & ENDO, N. 2017. External torsion in a proximal tibia 
and internal torsion in a distal tibia occur independently in varus osteoarthritic knees 
compared to healthy knees. Journal of Orthopaedic Science, 22, 501-505. 

MOUSSA, M. 1994. Rotational Malalignment and Femoral Torsion in Osteoarthritic Knees With 
Patellofemoral Joint Involvement: A CT Scan Study. Clinical orthopaedics and related 
research, 304, 176-183. 

MOYER, R. F., RATNESWARAN, A., BEIER, F. & BIRMINGHAM, T. B. 2014. Osteoarthritis Year in Review 
2014: mechanics – basic and clinical studies in osteoarthritis. Osteoarthritis and Cartilage, 
22, 1989-2002. 

MURDOCK, G. H. & HUBLEY-KOZEY, C. L. 2012. Effect of a high intensity quadriceps fatigue protocol 
on knee joint mechanics and muscle activation during gait in young adults. European Journal 
of Applied Physiology, 112, 439-449. 

MURPHY, S. L., LYDEN, A. K., PHILLIPS, K., CLAUW, D. J. & WILLIAMS, D. A. 2011. Association between 
pain, radiographic severity, and centrally-mediated symptoms in women with knee 
osteoarthritis. Arthritis Care & Research, 63, 1543-1549. 

MURRAY, A. M., THOMAS, A. C., ARMSTRONG, C. W., PIETROSIMONE, B. G. & TEVALD, M. A. 2015a. 
The associations between quadriceps muscle strength, power, and knee joint mechanics in 
knee osteoarthritis: A cross-sectional study. Clinical Biomechanics, 30, 1140-1145. 

MURRAY, A. M., THOMAS, A. C., ARMSTRONG, C. W., PIETROSIMONE, B. G. & TEVALD, M. A. J. C. B. 
2015b. The associations between quadriceps muscle strength, power, and knee joint 
mechanics in knee osteoarthritis: a cross-sectional study. 30, 1140-1145. 

MYERS, S., BRANDT, K., EHLICH, J., BRAUNSTEIN, E., SHELBOURNE, K., HECK, D. & KALASINSKI, L. 
1990. Synovial inflammation in patients with early osteoarthritis of the knee. The Journal of 
rheumatology, 17, 1662-1669. 

NAGANO, Y., NAITO, K., SAHO, Y., TORII, S., OGATA, T., NAKAZAWA, K., AKAI, M. & FUKUBAYASHI, T. 
2012. Association between in vivo knee kinematics during gait and the severity of knee 
osteoarthritis. The Knee, 19, 628-632. 

NAGAO, N., TACHIBANA, T. & MIZUNO, K. 1998. The rotational angle in osteoarthritic knees. 
International Orthopaedics, 22, 282-287. 

NEOGI, T. 2013. The epidemiology and impact of pain in osteoarthritis. Osteoarthritis and Cartilage, 
21, 1145-1153. 

NGUYEN, U.-S. D., ZHANG, Y., ZHU, Y., NIU, J., ZHANG, B. & FELSON, D. T. 2011. Increasing prevalence 
of knee pain and symptomatic knee osteoarthritis: survey and cohort data. Annals of internal 
medicine, 155, 725-732. 



 

129 

 

NISHINO, K., KOGA, H., KOGA, Y., TANAKA, M., NAWATA, A., ENDOH, K., ARAKAWA, M. & OMORI, G. 
2021. Association of isometric quadriceps strength with stride and knee kinematics during 
gait in community dwelling adults with normal knee or early radiographic knee 
osteoarthritis. Clinical Biomechanics, 84, 105325. 

NOEHREN, B., KOSMAC, K., WALTON, R., LYLES, M., LOESER, R., MESSIER, S. & PETERSON, C. 2017. 
Alterations in Quadriceps Muscle Physiology as the Result of Knee Osteoarthritis. 
Osteoarthritis and Cartilage, 25, S280-S281. 

O'CONNELL, M., FARROKHI, S. & FITZGERALD, G. K. 2016. The role of knee joint moments and knee 
impairments on self-reported knee pain during gait in patients with knee osteoarthritis. 
Clinical Biomechanics, 31, 40-46. 

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, 588. 

ØIESTAD, B. E., ENGEBRETSEN, L., STORHEIM, K. & RISBERG, M. A. 2009. Winner of the 2008 
systematic review competition: knee osteoarthritis after anterior cruciate ligament injury. 
The American journal of sports medicine, 37, 1434-1443. 

OMORI, G., KOGA, Y., TANAKA, M., NAWATA, A., WATANABE, H., NARUMI, K. & ENDOH, K. 2013. 
Quadriceps muscle strength and its relationship to radiographic knee osteoarthritis in 
Japanese elderly. Journal of Orthopaedic Science, 18, 536-542. 

ORNETTI, P., MAILLEFERT, J.-F., LAROCHE, D., MORISSET, C., DOUGADOS, M. & GOSSEC, L. 2010. Gait 
analysis as a quantifiable outcome measure in hip or knee osteoarthritis: A systematic 
review. Joint Bone Spine, 77, 421-425. 

OZDEMIR, F., TUKENMEZ, O., KOKINO, S. & TURAN, F. N. 2006. How do marginal osteophytes, joint 
space narrowing and range of motion affect each other in patients with knee osteoarthritis. 
Rheumatology international, 26, 516-522. 

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, 91. 

PERRY, J. 2010. Gait analysis normal and pathological function, Thorofare, NJ, Thorofare, NJ : SLACK. 
PIETROSIMONE, B. G., SALIBA, S. A., HART, J. M., HERTEL, J., KERRIGAN, D. C. & INGERSOLL, C. D. 

2010. Effects of disinhibitory transcutaneous electrical nerve stimulation and therapeutic 
exercise on sagittal plane peak knee kinematics and kinetics in people with knee 
osteoarthritis during gait: a randomized controlled trial. 24, 1091-1101. 

PIVA, S. R., GOODNITE, E. A. & CHILDS, J. D. 2005. Strength Around the Hip and Flexibility of Soft 
Tissues in Individuals With and Without Patellofemoral Pain Syndrome. Journal of 
Orthopaedic & Sports Physical Therapy, 35, 793-801. 

PORTER, M. M., VANDERVOORT, A. A. & LEXELL, J. 1995. Aging of human muscle: structure, function 
and adaptability. Scandinavian journal of medicine & science in sports, 5, 129-142. 

PROCHASKA, J. O. & VELICER, W. F. 1997. The transtheoretical model of health behavior change. 
American journal of health promotion, 12, 38-48. 

RADIN, E. L., YANG, K. H., RIEGGER, C., KISH, V. L. & O'CONNOR, J. J. 1991. Relationship between 
lower limb dynamics and knee joint pain. Journal of Orthopaedic Research, 9, 398-405. 

RAPOSO, F., RAMOS, M. & LÚCIA CRUZ, A. Effects of exercise on knee osteoarthritis: A systematic 
review. Musculoskeletal Care, n/a. 

RICHARDS, R. E., ANDERSEN, M. S., HARLAAR, J. & VAN DEN NOORT, J. C. 2018. Relationship between 
knee joint contact forces and external knee joint moments in patients with medial knee 
osteoarthritis: effects of gait modifications. Osteoarthritis and Cartilage, 26, 1203-1214. 

RO, D. H., KIM, J.-K., LEE, D. W., LEE, J., HAN, H.-S. & LEE, M. C. 2019. Residual varus alignment after 
total knee arthroplasty increases knee adduction moment without improving patient 
function: A propensity score-matched cohort study. The Knee, 26, 737-744. 

ROBBINS, S. M. & MALY, M. R. 2009. The effect of gait speed on the knee adduction moment 
depends on waveform summary measures. Gait & posture, 30, 543-546. 



 

130 

 

ROOS, E. M., HERZOG, W., BLOCK, J. A. & BENNELL, K. L. 2011. Muscle weakness, afferent sensory 
dysfunction and exercise in knee osteoarthritis. Nat Rev Rheumatol, 7, 57-63. 

ROOS, E. M., ROOS, H. P., LOHMANDER, L. S., EKDAHL, C. & BEYNNON, B. D. 1998. Knee Injury and 
Osteoarthritis Outcome Score (KOOS)—development of a self-administered outcome 
measure. Journal of Orthopaedic & Sports Physical Therapy, 28, 88-96. 

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, 1422-
1432. 

SAFIRI, S., KOLAHI, A.-A., SMITH, E., HILL, C., BETTAMPADI, D., MANSOURNIA, M. A., HOY, D., 
ASHRAFI-ASGARABAD, A., SEPIDARKISH, M., ALMASI-HASHIANI, A., COLLINS, G., KAUFMAN, 
J., QORBANI, M., MORADI-LAKEH, M., WOOLF, A. D., GUILLEMIN, F., MARCH, L. & CROSS, M. 
2020. Global, regional and national burden of osteoarthritis 1990-2017: a systematic analysis 
of the Global Burden of Disease Study 2017. Annals of the Rheumatic Diseases, 79, 819. 

SAMUEL, D., ROWE, P., HOOD, V., NICOL, A. J. A. & AGEING 2011. The relationships between muscle 
strength, biomechanical functional moments and health-related quality of life in non-elite 
older adults. Age 41, 224-230. 

SCANZELLO, C. R., MCKEON, B., SWAIM, B. H., DICARLO, E., ASOMUGHA, E. U., KANDA, V., NAIR, A., 
LEE, D. M., RICHMOND, J. C. & KATZ, J. N. 2011. Synovial inflammation in patients undergoing 
arthroscopic meniscectomy: molecular characterization and relationship to symptoms. 
Arthritis & Rheumatism, 63, 391-400. 

SCHIPPLEIN, O. & ANDRIACCHI, T. 1991. Interaction between active and passive knee stabilizers 
during level walking. Journal of Orthopaedic Research, 9, 113-119. 

SCHMIT, L. C. & RUDOLPH, K. S. 2007. Influences on knee movement strategies during walking in 
persons with medial knee osteoarthritis. Arthritis Care & Research, 57, 1018-1026. 

SCHNITZER, T. J., POPOVICH, J. M., ANDERSSON, G. B. J. & ANDRIACCHI, T. P. 1993. Effect of piroxicam 
on gait in patients with osteoarthritis of the knee. Arthritis & Rheumatism, 36, 1207-1213. 

SEGAL, N. A., GLASS, N. A., TORNER, J., YANG, M., FELSON, D. T., SHARMA, L., NEVITT, M. & LEWIS, C. 
E. 2010. Quadriceps weakness predicts risk for knee joint space narrowing in women in the 
MOST cohort. Osteoarthritis and Cartilage, 18, 769-775. 

SHARMA, L., HURWITZ, D. E., THONAR, E. J., SUM, J. A., LENZ, M. E., DUNLOP, D. D., SCHNITZER, T. J., 

KIRWAN‐MELLIS, G. & ANDRIACCHI, T. P. 1998. Knee adduction moment, serum hyaluronan 
level, and disease severity in medial tibiofemoral osteoarthritis. Arthritis & Rheumatology, 
41, 1233-1240. 

SHARMA, L., SONG, J., DUNLOP, D., FELSON, D., LEWIS, C. E., SEGAL, N., TORNER, J., COOKE, T. D. V., 
HIETPAS, J. & LYNCH, J. 2010. Varus and valgus alignment and incident and progressive knee 
osteoarthritis. Annals of the rheumatic diseases, 69, 1940-1945. 

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, 1983-1990. 

SHRADER, M. W., DRAGANICH, L. F., POTTENGER, L. A. & PIOTROWSKI, G. A. 2004. Effects of knee 
pain relief in osteoarthritis on gait and stair-stepping. Clinical Orthopaedics and Related 
Research, 421, 188-193. 

SHULL, P. B., SHULTZ, R., SILDER, A., DRAGOO, J. L., BESIER, T. F., CUTKOSKY, M. R. & DELP, S. L. 2013. 
Toe-in gait reduces the first peak knee adduction moment in patients with medial 
compartment knee osteoarthritis. Journal of Biomechanics, 46, 122-128. 

SILVERWOOD, V., BLAGOJEVIC-BUCKNALL, M., JINKS, C., JORDAN, J., PROTHEROE, J. & JORDAN, K. 
2015a. Current evidence on risk factors for knee osteoarthritis in older adults: a systematic 
review and meta-analysis. Osteoarthritis and cartilage, 23, 507-515. 

SILVERWOOD, V., BLAGOJEVIC-BUCKNALL, M., JINKS, C., JORDAN, J. L., PROTHEROE, J. & JORDAN, K. 
P. 2015b. Current evidence on risk factors for knee osteoarthritis in older adults: a systematic 
review and meta-analysis. Osteoarthritis and Cartilage, 23, 507-515. 



 

131 

 

SIMIC, M., WRIGLEY, T., HINMAN, R., HUNT, M. & BENNELL, K. 2013. Altering foot progression angle 
in people with medial knee osteoarthritis: the effects of varying toe-in and toe-out angles are 
mediated by pain and malalignment. Osteoarthritis and Cartilage, 21, 1272-1280. 

SKOU, S. T. & ROOS, E. M. 2017. Good Life with osteoArthritis in Denmark (GLA:D™): evidence-based 
education and supervised neuromuscular exercise delivered by certified physiotherapists 
nationwide. BMC Musculoskeletal Disorders, 18, 72. 

SLEMENDA, C., BRANDT, K. D., HEILMAN, D. K. & ET AL. 1997a. Quadriceps weakness and 
osteoarthritis of the knee. Annals of Internal Medicine, 127, 97-104. 

SLEMENDA, C., BRANDT, K. D., HEILMAN, D. K., MAZZUCA, S., BRAUNSTEIN, E. M., KATZ, B. P. & 
WOLINSKY, F. D. 1997b. Quadriceps weakness and osteoarthritis of the knee. Annals of 
internal medicine, 127, 97-104. 

SMITH, A. D., STROUD, L. & MCQUEEN, C. 1991. Flexibility and Anterior Knee Pain in Adolescent Elite 
Figure Skaters. Journal of Pediatric Orthopaedics, 11, 77-82. 

SMITH, M. D., TRIANTAFILLOU, S., PARKER, A., YOUSSEF, P. & COLEMAN, M. 1997. Synovial membrane 
inflammation and cytokine production in patients with early osteoarthritis. The Journal of 
rheumatology, 24, 365-371. 

SOBOLEWSKI, E. J., RYAN, E. D. & THOMPSON, B. J. 2013. Influence of maximum range of motion and 
stiffness on the viscoelastic stretch response. Muscle & Nerve, 48, 571-577. 

SOMERS, T. J., KEEFE, F. J., GODIWALA, N. & HOYLER, G. H. 2009. Psychosocial factors and the pain 
experience of osteoarthritis patients: new findings and new directions. Current Opinion in 
Rheumatology, 21, 501-506. 

STEINBRUCK, A., SCHRODER, C., WOICZINSKI, M., MULLER, T., MULLER, P. E., JANSSON, V. & 
FOTTNER, A. 2016. Influence of tibial rotation in total knee arthroplasty on knee kinematics 
and retropatellar pressure: an in vitro study. Knee Surg Sports Traumatol Arthrosc, 24, 2395-
401. 

STEULTJENS, M., DEKKER, J., VAN BAAR, M., OOSTENDORP, R. & BIJLSMA, J. 2000a. Range of joint 
motion and disability in patients with osteoarthritis of the knee or hip. Rheumatology, 39, 
955-961. 

STEULTJENS, M. P. M., DEKKER, J., VAN BAAR, M. E., OOSTENDORP, R. A. B. & BIJLSMA, J. W. J. 2000b. 
Range of joint motion and disability in patients with osteoarthritis of the knee or hip. 
Rheumatology, 39, 955-961. 

STIEF, F., BÖHM, H., DUSSA, C. U., MULTERER, C., SCHWIRTZ, A., IMHOFF, A. B. & DÖDERLEIN, L. 2014. 
Effect of lower limb malalignment in the frontal plane on transverse plane mechanics during 
gait in young individuals with varus knee alignment. The Knee, 21, 688-693. 

STUBBS, B., HURLEY, M. & SMITH, T. 2015. What are the factors that influence physical activity 
participation in adults with knee and hip osteoarthritis? A systematic review of physical 
activity correlates. Clinical Rehabilitation, 29, 80-94. 

SUN, Y., GÜNTHER, K. & BRENNER, H. 1997. Reliability of radiographic grading of osteoarthritis of the 
hip and knee. Scandinavian journal of rheumatology, 26, 155-165. 

SURI, P., MORGENROTH, D. C., KWOH, C. K., BEAN, J. F., KALICHMAN, L. & HUNTER, D. J. 2010. Low 
back pain and other musculoskeletal pain comorbidities in individuals with symptomatic 
osteoarthritis of the knee: Data from the osteoarthritis initiative. Arthritis Care & Research, 
62, 1715-1723. 

TAKAGI, S., OMORI, G., KOGA, H., ENDO, K., KOGA, Y., NAWATA, A. & ENDO, N. 2017. Quadriceps 
muscle weakness is related to increased risk of radiographic knee OA but not its progression 
in both women and men: the Matsudai Knee Osteoarthritis Survey. Knee surgery, sports 
traumatology, arthroscopy: official journal of the ESSKA. 

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, 459-467. 

TANG, X., WANG, S., ZHAN, S., NIU, J., TAO, K., ZHANG, Y. & LIN, J. 2016. The Prevalence of 



 

132 

 

Symptomatic Knee Osteoarthritis in China: Results From the China Health and Retirement 
Longitudinal Study. Arthritis & Rheumatology, 68, 648-653. 

TETSWORTH, K. & PALEY, D. 1994. Malalignment and degenerative arthropathy. Orthopedic Clinics of 
North America, 25, 367-378. 

THEOLOGIS, T. N. 2009. Gait Analysis. In: BENSON, M., FIXSEN, J., MACNICOL, M. & PARSCH, K. (eds.) 
Children's Orthopaedics and Fractures. London: Springer London. 

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 Rheum, 57, 1254-
60. 

THORP, L. E., WIMMER, M., FOUCHER, K., SUMNER, D., SHAKOOR, N. & BLOCK, J. 2010. The 
biomechanical effects of focused muscle training on medial knee loads in OA of the knee: a 
pilot, proof of concept study. J Musculoskelet Neuronal Interact, 10, 166-73. 

THORSTENSSON, C. A., GARELLICK, G., RYSTEDT, H. & DAHLBERG, L. E. 2015. Better Management of 
Patients with Osteoarthritis: Development and Nationwide Implementation of an Evidence-
Based Supported Osteoarthritis Self-Management Programme. Musculoskeletal Care, 13, 67-
75. 

TORRES, L., DUNLOP, D. D., PETERFY, C., GUERMAZI, A., PRASAD, P., HAYES, K. W., SONG, J., CAHUE, S., 
CHANG, A., MARSHALL, M. & SHARMA, L. 2006. The relationship between specific tissue 
lesions and pain severity in persons with knee osteoarthritis. Osteoarthritis and Cartilage, 14, 
1033-1040. 

TURKIEWICZ, A., PETERSSON, I. F., BJÖRK, J., HAWKER, G., DAHLBERG, L. E., LOHMANDER, L. S. & 
ENGLUND, M. 2014. Current and future impact of osteoarthritis on health care: a population-
based study with projections to year 2032. Osteoarthritis and Cartilage, 22, 1826-1832. 

TURNER, M. S. 1994. The association between tibial torsion and knee joint pathology. Clinical 
orthopaedics and related research, 302, 47-51. 

UHLRICH, S. D., SILDER, A., BEAUPRE, G. S., SHULL, P. B. & DELP, S. L. 2018. Subject-specific toe-in or 
toe-out gait modifications reduce the larger knee adduction moment peak more than a non-
personalized approach. Journal of Biomechanics, 66, 103-110. 

UTHMAN, O. A., VAN DER WINDT, D. A., JORDAN, J. L., DZIEDZIC, K. S., HEALEY, E. L., PEAT, G. M. & 
FOSTER, N. E. 2013. Exercise for lower limb osteoarthritis: systematic review incorporating 
trial sequential analysis and network meta-analysis. Bmj, 347. 

VAHTRIK, D., GAPEYEVA, H., ERELINE, J. & PÄÄSUKE, M. 2014. Relationship between leg extensor 
muscle strength and knee joint loading during gait before and after total knee arthroplasty. 
The Knee, 21, 216-220. 

VAN DER KROGT, M. M., DELP, S. L. & SCHWARTZ, M. H. 2012. How robust is human gait to muscle 
weakness? Gait & Posture, 36, 113-119. 

VAN DIJK, G. M., VEENHOF, C., SPREEUWENBERG, P., COENE, N., BURGER, B. J., VAN 
SCHAARDENBURG, D., VAN DEN ENDE, C. H., LANKHORST, G. J. & DEKKER, J. 2010. Prognosis 
of limitations in activities in osteoarthritis of the hip or knee: a 3-year cohort study. Arch Phys 
Med Rehabil, 91, 58-66. 

VANWANSEELE, B., ECKSTEIN, F., SMITH, R., LANGE, A., FOROUGHI, N., BAKER, M., SHNIER, R. & 
SINGH, M. F. 2010a. The relationship between knee adduction moment and cartilage and 
meniscus morphology in women with osteoarthritis. Osteoarthritis and Cartilage, 18, 894-
901. 

VANWANSEELE, B., ECKSTEIN, F., SMITH, R. M., LANGE, A. K., FOROUGHI, N., BAKER, M. K., SHNIER, R. 
& FIATARONE SINGH, M. A. 2010b. The relationship between knee adduction moment and 
cartilage and meniscus morphology in women with osteoarthritis. Osteoarthritis and 
Cartilage, 18, 894-901. 

WADA, M., MAEZAWA, Y., BABA, H., SHIMADA, S., SASAKI, S. & NOSE, Y. 2001. Relationships among 
bone mineral densities, static alignment and dynamic load in patients with medial 
compartment knee osteoarthritis. Rheumatology, 40, 499-505. 



 

133 

 

WALTER, J. P., D'LIMA, D. D., COLWELL, C. W. & FREGLY, B. J. 2010. Decreased knee adduction moment 
does not guarantee decreased medial contact force during gait. Journal of Orthopaedic 
Research, 28, 1348-1354. 

WEERAPONG, P., HUME, P. A. & KOLT, G. S. 2004. Stretching: mechanisms and benefits for sport 
performance and injury prevention. Physical Therapy Reviews, 9, 189-206. 

WEIDOW, J., TRANBERG, R., SAARI, T. & KÄRRHOLM, J. 2006. Hip and knee joint rotations differ 
between patients with medial and lateral knee osteoarthritis: Gait analysis of 30 patients and 
15 controls. Journal of Orthopaedic Research, 24, 1890-1899. 

WILSON, D. R., FEIKES, J. D., ZAVATSKY, A. B. & O'CONNOR, J. J. 2000. The components of passive 
knee movement are coupled to flexion angle. Journal of Biomechanics, 33, 465-473. 

WINBY, C. R., LLOYD, D. G., BESIER, T. F. & KIRK, T. B. 2009. Muscle and external load contribution to 
knee joint contact loads during normal gait. Journal of Biomechanics, 42, 2294-2300. 

WLUKA, A. E., FORBES, A., WANG, Y., HANNA, F., JONES, G. & CICUTTINI, F. M. 2006. Knee cartilage 
loss in symptomatic knee osteoarthritis over 4.5 years. Arthritis research & therapy, 8, 1-9. 

WOO, J., LAU, E., LEE, P., KWOK, T., LAU, W. C., CHAN, C., CHIU, P., LI, E., SHAM, A. & LAM, D. 2004. 
Impact of osteoarthritis on quality of life in a Hong Kong Chinese population. The Journal of 
rheumatology, 31, 2433-2438. 

WYNDOW, N., COLLINS, N., VICENZINO, B., TUCKER, K. & CROSSLEY, K. 2016. Is There a Biomechanical 
Link Between Patellofemoral Pain and Osteoarthritis? A Narrative Review. Sports Medicine, 
46, 1797-1808. 

XU, J., HUG, F. & FU, S. N. 2018. Stiffness of individual quadriceps muscle assessed using ultrasound 
shear wave elastography during passive stretching. Journal of Sport and Health Science, 7, 
245-249. 

YAGI, T. & SASAKI, T. 1986. Tibial torsion in patients with medial-type osteoarthritic knee. Clin Orthop 
Relat Res, 177-82. 

YAN, W., XU, X., XU, Q., YAN, W., SUN, Z., JIANG, Q. & SHI, D. 2019. Femoral and tibial torsion 
measurements based on EOS imaging compared to 3D CT reconstruction measurements. 
Annals of Translational Medicine, 7, 37. 

YAZDI, H., MALLAKZADEH, M., FARSHIDFAR, S. S., GIVEHCHIAN, B., DANESHPARVAR, H. & BEHENSKY, 
H. 2016. The effect of tibial rotation on knee medial and lateral compartment contact 
pressure. Knee Surgery, Sports Traumatology, Arthroscopy, 24, 79-83. 

YOU, J.-Y., LEE, H.-M., LUO, H.-J., LEU, C.-C., CHENG, P.-G. & WU, S.-K. 2009. Gastrocnemius tightness 
on joint angle and work of lower extremity during gait. Clinical Biomechanics, 24, 744-750. 

ZENG, X., MA, L., LIN, Z., HUANG, W., HUANG, Z., ZHANG, Y. & MAO, C. 2017. Relationship between 
Kellgren-Lawrence score and 3D kinematic gait analysis of patients with medial knee 
osteoarthritis using a new gait system. Scientific Reports, 7, 4080. 

ZENI JR, 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, 372-378. 

ZHANG, W., DOHERTY, M., PEAT, G., BIERMA-ZEINSTRA, M. A., ARDEN, N. K., BRESNIHAN, B., 
HERRERO-BEAUMONT, G., KIRSCHNER, S., LEEB, B. F., LOHMANDER, L. S., MAZIÈRES, B., 
PAVELKA, K., PUNZI, L., SO, A. K., TUNCER, T., WATT, I. & BIJLSMA, J. W. 2010. EULAR 
evidence-based recommendations for the diagnosis of knee osteoarthritis. Annals of the 
Rheumatic Diseases, 69, 483. 

ZHANG, W., DOHERTY, M., PEAT, G., BIERMA-ZEINSTRA, S. M., ARDEN, N., BRESNIHAN, B., HERRERO-
BEAUMONT, G., KIRSCHNER, S., LEEB, B. & LOHMANDER, L. 2009. EULAR evidence based 
recommendations for the diagnosis of knee osteoarthritis. Annals of the rheumatic diseases. 

ZHANG, Y., NEVITT, M., NIU, J., LEWIS, C., TORNER, J., GUERMAZI, A., ROEMER, F., MCCULLOCH, C. & 
FELSON, D. T. 2011. Fluctuation of knee pain and changes in bone marrow lesions, effusions, 
and synovitis on magnetic resonance imaging. Arthritis Rheum, 63, 691-9. 

ZHANG, Y., XU, L., NEVITT, M. C., ALIABADI, P., YU, W., QIN, M., LUI, L. Y. & FELSON, D. T. 2001. 



 

134 

 

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, 2065-2071. 

ZHAO, D., BANKS, S. A., MITCHELL, K. H., D'LIMA, D. D., COLWELL, C. W. & FREGLY, B. J. 2007. 
Correlation between the knee adduction torque and medial contact force for a variety of gait 
patterns. Journal of Orthopaedic Research, 25, 789-797. 



135 

APPENDICES 

Appendix I Ethical approval 

To Fu Siu Ngor (Department of Rehabilitation Sciences) 

From TSANG Wing Hong Hector, Chair, Departmental Research Committee 

Email   rshtsang@ Date 14-Apr-2017

Application for Ethical Review for Teaching/Research Involving Human Subjects 

I write to inform you that approval has been given to your application for human subjects ethics review of the 
following project for a period from 02-May-2016 to 30-Apr-2019: 

Project Title: The effect of altered muscle stiffness and tibia torsion on 

joint loading in people with knee osteoarthritis 

Department: Department of Rehabilitation Sciences 

Principal Investigator: Fu Siu Ngor 

Project Start Date: 02-May-2016 

Reference Number: HSEARS20170406003 

You will be held responsible for the ethical approval granted for the project and the ethical conduct of the 
personnel involved in the project. In the case of the Co-PI, if any, has also obtained ethical approval for the 
project, the Co-PI will also assume the responsibility in respect of the ethical approval (in relation to the areas of 
expertise of respective Co-PI in accordance with the stipulations given by the approving authority). 

You are responsible for informing the Human Subjects Ethics Sub-committee in advance of any changes in the 
proposal or procedures which may affect the validity of this ethical approval. 

TSANG Wing Hong Hector Chair 

Departmental Research Committee 

Page 1 of 1 
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Appendix II Information consent (English version) 

The Hong Kong Polytechnic University 

Department of Rehabilitation Sciences 

 

Research Project Informed Consent Form 

Project title: The effect of altered muscle stiffness and tibia torsion on joint loading in people with knee 

osteoarthritis  

 

Investigator(s): Name, highest academic degree, and position of all investigators including student(s) of this project 

must be provided. 

FU Siu Ngor, PhD. Associate Professor. Department of Rehabilitation Sciences, The Hong Kong Polytechnic 

University  

Lai Chris, Wai-Keung, PhD, Assistant Professor. Department of Health technology and Informatics, The Hong Kong 

Polytechnic University  

Huang Chen, PhD student. Department of Rehabilitation Sciences, The Hong Kong Polytechnic University 

 

Project information: 

The overall aim of this project is to determine the role of passive muscle mechanical properties and tibial 

torsion on knee loading during walking. 

 

You will have 3 assessments. 

(1) You will be positioned in supine lying. Your knee will be passively move from 0° to maximal 

flexion for 6 times. During each movement, an ultrasound transducer will be used to estimate the 

stiffness of the 3 superficial heads of the thigh muscle. 

  

(2) You will be required to walk along a 8-meter walkway for 10 times. Before the walk, 16 reflective 

balls will be positioned on your lower legs. Your walking pattern will be captured by 8 cameras. 

(3) You will be in standing position while perpendicular biplanar radiographs will be conducted.   

The evaluation will be conducted at the Duchess of Kent Children Hospital. The total time will be 

about 1.5 hours 
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 The evaluation will not cause any pain, tiredness nor radiation on your body. The findings from this 

project enable better understandings on increased joint loading in subjects with knee osteoarthritis. New 

strategies can be proposed for reducing joint loading on these individuals.  

 

 

Consent: 

 

I, ___________________________, have been explained the details of this study.  I voluntarily consent to 

participate in this study.  I understand that I can withdraw from this study at any time without giving reasons, 

and my withdrawal will not lead to any punishment or prejudice against me.  I am aware of any potential 

risk in joining this study.  I also understand that my personal information will not be disclosed to people 

who are not related to this study and my name or photograph will not appear on any publications resulted 

from this study. 

 

I can contact the chief investigator, Dr __Amy Fu__ at telephone 27666726_ for any questions about this 

study.  If I have complaints related to the investigator(s), I can contact Ms Vangie Chung, Secretary of the 

Departmental Research Committee, at 2766 4329.  I know I will be given a signed copy of this consent form. 

 

 

Signature (subject):      Date: 

 

 

 

Signature (witness):      Date: 
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Appendix III Information consent (Chinese version) 

香港理工大學康復治療科學系科研同意書 

科研題目： 

肌肉彈性與脛骨扭轉的改變對膝關節炎患者關節載荷的影響 

科研人員： 

符少娥博士，副教授，香港理工大學康復治療科學系 

賴偉強博士，助理教授，香港理工大學醫療科技及資訊學系 

黄琛女士，博士研究生，香港理工大學康復治療科學系 

科研內容： 

這項研究的主要目的在於探究肌肉被動機械性質與脛骨扭轉在膝關節炎患者步行時對關節載荷的影

響。 

 

您將接受三項評估： 

1. 您將保持仰臥姿勢，我們將讓你的膝關節從完全伸直被動活動至最大屈曲角度，共計六次。在

每次的被動中，超聲波探頭將被放置于您股四頭肌的三個淺層頭上來測量肌肉彈性。 
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2. 您將在一條八米長的走道上完成十次步行測試。在開始步行前，十六顆反光小球將被黏貼在您

的腿上。所有的步行數據將被 8 台攝像機記錄下來。 

3. 您將保持站立的姿勢來完成一項雙平面影像學檢查。 

所有的評估將在根德公爵夫人兒童醫院進行，大約需時 1.5 小時。 

 

對項目參與人仕和社會的益處： 

這項研究能幫助我們更好的理解關節載荷對膝關節炎患者的影響。由此，我們能夠更加有效的擬定

治療方案來減小關節載荷對此類患者病情的加劇。 

 

潛在危險性： 

該研究包含的三項評估將不會對您的身體引起任何疼痛、疲勞及輻射損傷。 

 

同意書： 

本人_____________已瞭解此次研究的具體情況。本人願意參加此次研究, 本人有權在任何時候、

無任何原因放棄參與此次研究, 而此舉不會導致我受到任何懲罰或不公平對待。本人明白參加此研究
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課題的潛在危險性以及本人的資料將不會洩露給與此研究無關的人員，我的名字或相片不會出現在

任何出版物上。 

本人可以用電話 27666726 來聯繫此次研究課題負責人， 符少娥 博士。若本人對此研究人員有

任何投訴，可以聯繫鍾小姐（部門科研委員會秘書），電話：2766 4329。本人亦明白，參與此研

究課題需要本人簽署一份同意書。 

簽名（參與者）：   日期： 

簽名（證人）：    日期： 
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Appendix IV Clinical trial registration 
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Appendix V Pain assessment form 

疼痛評估 

請根據目前您膝關節在過去一個月内的疼痛程度在標尺上做下記號： 

走路： 

上落樓梯： 

完全不痛 中等痛 不能忍受的痛痛 

完全不痛 中等痛 不能忍受的痛痛 

左腿 

左腿 

右腿 

右腿 
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請在下面圖在用“x”標示出您膝痛的位置： 

 

如果你覺得左膝後面有疼痛，請在橫線上畫勾          

如果你覺得右膝後面有疼痛，請在橫線上畫勾          

 

  

右膝 左膝 
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Appendix VI Knee injury and Osteoarthritis Outcome Score (Hong Kong Chinese version) 
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