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To my family

”If you want to go fast go alone
If you want to go far go together*

African Proverb
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Abstract

Introduction: Osteoarthritis (OA) is the most common joint disease and
affects more than 300 million people worldwide. Exercise combined with
patient education is the first-line treatment, and its use is based on results of
more than 67 randomized clinical trials (RCTs) that included people with
knee and/or hip OA. In Sweden, a Supported Osteoarthritis Self-Management
Program (SOASP), including patient education and exercise is provided by
health professionals at more than 500 primary care units. Despite promising
results from RCTSs, there are few reports of the results of patient education
and exercise as a part of a self-management program implemented in real-
world settings. The overall aim of this thesis was to increase understanding
about the results of the SOASP for people with knee and/or hip OA delivered
in real-world settings.

Methods: Studies I-111 were observational registry-based studies of data from
the Swedish National Quality registry; Better Management of Patients with
OsteoArthritis (BOA). Study IV was an intervention study with a reference
group. This thesis includes data for more than 40 000 patients with knee
and/or hip OA who had participated in SOASP and completed evaluations at
the baseline and 3 and/or 12 months after treatment. In Study I, the change in
OA symptoms and health behavior after conducted SOASP were evaluated.
In Study 11, the extent of change in pain intensity after SOASP was compared
between patients who received 1) education only, 2) education + home-based
exercise, or 3) education + supervised exercise. In Study Ill, individual- and
disease-related factors at the baseline, associated with reaching a minimal
clinical difference in pain were identified. In Study IV, changes in physical
activity levels 3 and 12 months after the SOASP were evaluated objectively
using accelerometers.

Results: The results of the four studies are summarized as follows.

Study I. Three months following the self-management program, patients with
knee and/or hip OA experienced lower pain intensity, higher health-related
quality of life, and greater self-efficacy. Fewer patients reported daily pain,



took OA medication, reported willingness to undergo surgery, reported fear
of movement, and self-reported a higher level of physical activity.

Study 1. Patients receiving home-based exercise or supervised exercise
experienced greater pain reduction compared with patients who received only
education. Pain reduction after treatment was more prominent in patients with
knee OA than in those with hip OA.

Study I11. The strongest factors associated with reaching the minimal clinical
difference of pain, were less frequent pain, unilateral OA, being unwilling to
undergo surgery and lower body mass index (BMI). Study IV. After the 3-
month self-management program, the number of minutes spent in sedentary
behavior or physical activity did not differ significantly at the 3-month
follow-up, at the 12-month follow-up, minutes in moderate to vigorous
physical activity did decrease compared with the baseline for patients with
knee and/or hip OA.

Conclusion: These studies extend results from previous RCTs showing that
patient education and exercise can reduce knee and/or hip OA symptoms also
when provided in real-world settings. Patients participating in SOASP
reported reductions in OA symptoms, reduced their willingness to undergo
surgery and took less OA medication and sick leave. Despite the reduced
symptoms, the patients did not decrease their average sedentary time or
increase their level of physical activity. Participating in a home-based or
supervised exercise program produced similar reductions in pain intensity
and was more effective than education only, suggesting that structured self-
management programs, as the SOASP, play an important role in OA care.



Svensk sammanfattning

Artros dr den vanligaste ledsjukdomen och drabbar omkring 25% av vérldens
befolkning 6ver 45 ar. Sjukdomen beraknas att 6ka framéver, dels da
befolkning blir dldre, dels pa grund av en forandrad livsstil med bade mer tid
i stillasittande och fler personer som ar éverviktiga (1).

Enligt nationella och internationella behandlingsriktlinjer ar
grundbehandlingen for artros, traning, information och vid behov
viktreduktion. Vid otillracklig effekt av grundbehandlingen kan denna
kompletteras med ldkemedel, passiva behandlingar, hjalpmedel och
operation. Trots att dessa behandlingsriktlinjer funnits sedan ett 10-tal ar
tillbaka, sa ar det endast cirka 50% av dem som soker vard for artros som
erbjuds detta.

Mot denna bakrund, startade ar 2008 ett implementeringsprojekt i Sverige
som heter Béttre Omhéandertagande av Patienter med artros (BOA).
Projektets huvudsyfte var ursprungligen; 1) att utbilda fysioterapeuter och
arbetsterapeuter i att behandla artrospatienter enligt radande evidens, 2) att
behandla patienter enligt radande evidens genom artrosskola och 3) att
utvardera behandlingen med artrosskola via ett register, BOA-registret.

BOA artrosskola bygger péa radande evidens som visar att traning och
information leder till symtomlindring hos patienter med kné- och/eller
hoftledsartros. Det &r daremot fortfarande oklart vilka resultat dessa
behandlingar leder till nar de ingar i en artrosskola och anvands i den dagliga
kliniska verksamheten runt om i Sverige. Det 6vergripande syftet med denna
avhandling var att fa en fordjupad kunskap om resultatet av behandling med
artrosskola, som bedrivs pa fler a&n 500 primarvardsenheter runt om i Sverige.

Delarbete I var en registerstudie dar 44 634 patienter med kné- och/eller
hoftledsartros som deltagit i artrosskola var inkluderade. FOrandring av
patient-rapporterat utfall fran fére baslinjen till 3- och 12-manader efter
behandlingen undersoktes. Resultaten vid 3-manaders uppfdljningen visade
att patienterna upplevde en minskad smartintensitet, en 6kad hélsorelaterade
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livskvalitet och en 6kad tilltro till sin egen formaga. Farre patienter angav att
de upplevde daglig smérta, tog ledrelaterade lakemedel, var rérelseradda,
Onskade operation (av dem som dnskade operation fore start i artrosskola)
och var fysiskt inaktiva. Efter 12-manader, upplevde patienterna fortfarande
en minskad smarta och en 6kad halsorelaterad livskvalitet. Dessutom angav
farre patienter att de upplevde daglig smérta, var rorelserddsla, 6nskade
operation (endast de med hdoftledsartros) och var i mindre utstrackning
sjukskrivna.

Delarbete Il var en registerstudie dar 38 030 patienter med kna- och/eller
hoftledsartros som deltagit i artrosskola var inkluderade. | denna studie
undersoktes om resultatet gallande smartlindring var baserat pa vilken del av
artroskolan som patienterna deltagit i; 1) endast teori, 2) teori + hemtréning
eller 3) teori + handledd traning. | denna studie undersdktes d&ven om
resultatet skiljde sig mellan patienter med kné- respektive hoftledsartros.
Resultatet visade att patienter som deltagit i hemtréaning eller handledd
traning upplevde storre smértreduktion &n de som endast deltagit i teoridelen.
Patienter med knaledsartros svarade battre pa behandlingen &n patienter med
hoftledsartros.

Delarbete I11 var en registerstudie dar 26 638 patienter med kna- och/eller
hoftledsartros som deltagit i artrosskola var inkluderade. | denna studie
undersoktes vilka faktorer fore start i artrosskolan som var associerade med
en kliniskt meningsfull smértreduktion. Resultatet visade att patienter som
inte upplevde daglig smérta, inte hade 6nskemal om operation, hade
unilateral artros och ett lagre BMI, hade hogre odds att uppna en Kliniskt
meningsfull smartreduktion.

Delarbete IV var en klinisk studie med en kontrollgrupp, dér 250 patienter
med kna- och/eller hoftledsartros var inkluderade. Behandlingsgruppen
deltog i artrosskola och kontrollgruppen erbjéds ingen behandling. | denna
studie mattes fysisk aktivitet med en accelerometer innan samt 3- och 12-
manader efter start i artrosskolan. Resultatet visade att varken tid i
stillasittande eller fysisk aktivitet pa mattlig niva forandrades vid 3 manaders
uppfoljningen. Efter 12 manader minskade antal minuter av fysisk aktivitet
pa mattlig niva.

Denna avhandling har fordjupat kunskapen om resultet av artrosskola
bedriven i den daglig kliniska verksamheten. Hur deltagande i olika delar av
artrosskolan paverkar resultatet och vilka faktorer som ar associerade med
smartreduktion efter behandling med artrosskola.
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Thesis at a glance

Aim

Study |

To evaluate whether the Supported
Osteoarthritis Self-Management
Program (SOASP) would lead to the
following changes:

1) decreased pain, 2) improved health-
related quality of life, 3) increased self-
efficacy, 4) reduced number of patients
taking OA medication, 5) decreased
fear-avoidance behavior, 6) increased
level of physical activity, 7) decreased
willingness to undergo surgery, 8)
reduced sick leave

Study Il

To compare the effectiveness of pain
reduction after participating in different
parts of the SOASP: 1) education only,
2) education + home exercise or 3)
education + supervised exercise.

Study Il

To identify individual and disease-
related factors at the baseline that are
associated with the response to the
SOASP.

Study IV

To evaluate whether physical activity
level and sedentary time change after
treatment within the SOASP.

12

Main results

At the 3-month follow-up, patients with
knee and hip OA reported lower pain
intensity and increased health-related
quality of life and self-efficacy. Fewer
patients reported frequent pain, took OA
medication, were willing to undergo
surgery, reported fear—avoidance
behavior, and were physically inactive.

At the 3- and 12-month follow-up,
patients who participated in the home-
based or supervised exercise program
reported greater pain reduction
compared with those who participated
only in the theory part. Patients with
knee OA showed larger improvements
than did those with hip OA.

In patients with knee and hip OA at both
the 3- and 12-month follow-up, younger
participants, and those with a lower
BMI, unilateral OA, less pain frequency,
and unwillingness to undergo surgery
were more likely to respond to the
SOASP.

At the 3-month follow-up, the mean
change in the number of minutes spent
in sedentary or physical activity did not
differ between the intervention and
reference groups.

Conclusion

The SOASP led to experienced a
reduction in symptoms, willingness to
undergo surgery, use of OA medication,
and sick leave. These results suggest
that offering this intervention as the first-
line treatment for people with OA in real-
world settings can reduce the burden of
this disease.

Patients with OA who participated in
supervised or unsupervised exercise
experienced greater pain reduction than
patients who received education alone,
with those who had knee OA
experiencing a greater benefit. Patients
who are not willing or cannot undergo
supervised exercise may experience
similar benefits from home-based
exercise.

The results of this study generally agree
with those of previous studies showing
that a positive response to a self-
management program is related to
lower BMI, unilateral OA, less frequent
pain, and being unwilling to undergo
surgery. These findings suggest that to
improve the outcomes of first-line OA
treatment in the general OA population,
greater emphasis should be allocated to
those who show less improvement.

Participation in the SOASP did not
decrease the average amount of
sedentary time or increase the physical
activity level.



Abbreviations

ACR
ANOVA
ASES
BMI
BOA

c

ES
EULAR
EQ-5D
HRQoL
ICF

ICHOM
IQR
MET
MVPA
NRS
OA
OARSI
OR
oT
PT
PROM
SD
SOASP
VAS
WHO

American Collage of Rheumatology

Analysis of Variance

Arthritis Self Efficacy Score

Body Mass Index (kg/m2)

Better Management of Patients with Osteoarthritis
Confidence Interval

Effect Size

European League Against Rheumatism

EuroQoL Five Dimensions

Health-Related Quality of Life

International Classification of Functioning, Disability,
and Health

International Consortium for Health Outcomes Measurement
Inter Quartile Range

Metabolic Equivalent

Moderate to Vigorous Physical Activity

Numeric Rating Scale

Osteoarthritis

Osteoarthritis Research Society International

Odds Ratio

Occupational Therapist

Physical Therapist

Patient-Reported Outcome Measure

Standard Deviation

Supported Osteoarthritis Self-Management Program
Visual Analogue Scale

World Health Organization
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Definitions

Exercise

Minimal clinical
important difference

Pain

Patient education

14

“subset of physical activity that is planned,
structured, and repetitive and has a final or an
intermediate objective of improving or
maintaining physical fitness” (2).

“the smallest difference in score in the domain of
interest which patients perceive as beneficial and
which would mandate, in the absence of
troublesome side effects and excessive cost, a
change in the patient's management* (3).

“an unpleasant sensory and emotional experience
associated with actual or potential tissue damage,
or described in terms of such damage” (4).

“helping patients acquire or maintain the
competencies they need to manage as well as
possible their lives with a chronic disease. It is an
integral and continuing part of patient care. It
comprises organized activities, including
psychosocial support, designed to make patients
aware of and informed about their disease and
health care, hospital organization and procedures,
and behavior related to health and disease, so that
they (and their families) understand their disease
and their treatment, collaborate with each other
and take responsibility for their own care as a
means of maintaining or improving their quality
of life” (5).



Physical activity

Self-efficacy

Self-management
education

“any bodily movement produced by skeletal
muscles that result in energy expenditure, and
exercise are defined as a subset of physical
activity that is planned, structured, and repetitive
and has a final or an intermediate objective of
improving or maintaining physical fitness” (2).

“belief in one’s capability to organize and execute
the courses of action required to produce given
attainments” (6).

“Interactive educational interventions specifically
designed to enhance patient self-management.
Self-management education is patient-driven and
focuses on building generalizable skills such as
goal setting, decision making, problem-solving,
and self-monitoring” (7).

15
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Introduction

Osteoarthritis (OA) is the most common joint disease and affects more than
300 million people worldwide; it is the fastest-growing cause of disability in
the world (1, 8). OA affects cartilage, bone, synovium, and other intra- and
periarticular tissues (9) and occurs most often in the knee, hip, and hand, but
can affect all joints (1, 10). This thesis focuses on people with knee and/or
hip OA. People with OA experience impairments such as pain, joint stiffness,
and pain-related psychological distress (11), which can limit physical activity
level and restrict participation in activities of daily living. The International
Classification of Functioning, Disability, and Health (ICF) is a classification
of health and health-related domains and describes changes in body function
and structures that affect what people with a health condition can do in a
standard environment, as well as in their usual environment. These domains
are classified into the following categories: 1) impairments caused by body
function and body structure, 2) activity limitations (problems in the execution
of a task), 3) participation restrictions (problems in taking part in situations of
life) and 4) personal and environmental factors (12). The possible
impairments in people with knee and/or hip OA are described In Fig. 1.

OA is a chronic disease with no cure, and the treatment options aim to
alleviate symptoms, increase function and participation. Exercise combined
with patient education is considered to be the first-line treatment (13-15)
based on the results of more than 67 randomized clinical studies (RCTs) that
included people with knee and/or hip OA (16). Only 50% of patients with
OA are offered health care in line with the guidelines (17, 18). In Sweden,
self-management programs include patient education and exercise programs
for people with knee and/or hip OA and are provided by health professionals
in the primary care settings. Despite the promising results of RCTs, there is a
gap in applying the evidence to clinical practice, and the effects of these self-
management programs when implemented in real-world settings are not well
documented.

17



Disease:
Knee and/or hip Osteoarthritis

Body function and structures: . L]

- Pain Activity: Participation:
- Range of motion - Activities of daily living: such as dressing, - Family relations

- Muscle weakness cleaning, washing and gardening. - Work

- Coordination deficits - Maobility:sitting/standing, walking, biking and - Social life

- Balance other transportation. - Recreation and leisure
- Bone enlargement - Sport and exercise

- Fatigue

- Sleep disturbances

T

+

Personal factors:
- Age
+ - Gender
Environmental factors: - Educationlevel
- Work place - Self-efficacy
- Family and friends - Smoking
- Health service - Overweight/obesity
- Societal attitudes - Comorbidity
- loint history

Fig. 1. The International Classification of Functioning, Disability, and Health model (ICF) for people with knee
and/or hip OA.

Osteoarthritis

Definition

OA is a joint disease that affects cartilage, bone, synovium and all other intra
and periarticular tissues (9). OA can affect all joints, but the knee, hip, and
hand are most commonly affected (1, 10). The Osteoarthritis Research
Society International (OARSI), defines OA as a: “disorder involving movable
joints characterized by cell stress and extracellular matrix degradation
initiated by micro- and macro-injury that activates maladaptive repair
responses including pro-inflammatory pathways of innate immunity. The
disease manifests first as a molecular derangement (abnormal joint tissue
metabolism) followed by anatomic, and/or physiologic derangements
(characterized by cartilage degradation, bone remodeling, osteophyte
formation, joint inflammation and loss of normal joint function), that can
culminate in illness” (19).

18



Risk factors for OA

The prevalence of OA increases with age because of cumulative exposure to
different risk factors over many years as well as biological age-related
changes in joint structures (20). For knee OA, the most common risk factors
are female sex, obesity, knee malalignment, and a previous knee injury (21-
23). For hip OA, hip deformities are a common risk factor and other risk
factors such as female sex and obesity are less important (24). Genetics is
also a risk factor for OA, and its contribution has been estimated at 40% to
80%, with a stronger genetic contribution to hand and hip OA than knee OA
(25). Heavy work activities are risk factors for both knee and hip OA.
Employment in the farming or construction industry is especially associated
with hip OA (26), and work that involves frequent kneeling and heavy lifting
are associated with knee OA (27). High-impact sports as football, handball,
hockey, wrestling, and weightlifting also pose a higher risk for both knee and
hip OA (28, 29).

Symptoms and disabilities

Common symptoms for both knee and hip OA are pain, morning stiffness (
lasting less than 30 minutes, a longer duration increases the likelihood of
rheumatoid disease), reduced range of motion, crepitus, joint instability,
swelling, muscle weakness, fatigue, and pain-related psychological distress
(112).

People with OA experience pain as the most disabling symptom and OA-
related pain is a major driver of clinical decision-making and health service
use (30). The pain usually develops over months to years. The pain in knee
OA is often intermittent and is related mainly to weight-bearing. Intermittent
pain may be predictable in the beginning, but pain is categorized as
unacceptable when it becomes more severe, more frequent, or unpredictable
(31). People with hip OA often describe an achy groin pain, which is first
intermittent, becomes worse at the end of the day, and is related to activity.
Pain during rest and at night may occur at all disease stages but becomes
more severe as the disease progresses (32).

Walking impairment and decreased physical activity level are more common
in people with OA than in healthy people (33), and decreased physical
activity level is associated with comorbidities.

19



Around 25% of people with OA at the age of 65 years and older, will have
one or more comorbidity (34). People with OA have an increased risk of
cardiovascular disease compared with people without OA (35, 36) and a
slightly increased risk of cardiovascular death (36, 37). Previous studies have
shown an association between OA and atherosclerosis-related disease (38)
and that people with OA have a slightly increased risk of stroke compared
with people without OA (39). The presence of at least one comorbidity is
associated with symptoms such as pain and performance-based impaired
physical functioning (34).

Diagnosis of OA

According to national and international guidelines, OA requires a clinical
diagnosis. Radiographic evidence is not needed for the diagnosis but can be
considered if the symptoms are atypical or if another diagnosis is suspected
(40). There is a discrepancy between radiographic OA and symptomatic OA,
and a weak correlation between symptoms and the radiographic grade of OA
(41). 1t may take many years from the onset of OA until OA can be shown
radiographically (41).

Different clinical criteria are used to diagnose knee and hip OA. The most
common are published by the European League Against Rheumatism
(EULAR) (only for knee OA) (42), the American College of Rheumatology
(ACR) (43, 44), and the National Institute for Health and Care Excellence
(NICE) (45). According to the National Board of Health and Welfare in
Sweden, the clinical diagnosis should be a combined assessment of the
patient’s history, three common symptoms for OA, and three typical clinical
findings for OA (46). An overview of the different criteria for knee and hip
OA is provided in Table 1.

20



Table 1. Criteria for the clinical diagnosis of knee OA (42, 44, 45) and hip OA (43, 47).

Knee OA Hip OA
NICE EULAR ACR NICE ACR
Age 245 240 250 Age 245 250
. ] A ] A
Symptoms

Activity/Usage-related Activity/Usage-related

joint pain ° ° ° joint pain ° °

No EMS or EMS = 30 No EMS or EMS = 30

X . . A X .

minutes minutes

Functional limitation N Nq EMS or EMS <60 A
minutes
Functional limitation A

Clinical signs

Crepitus A N Eip i?ternal rotation A
<15

Restricted Range of Pain present on

Motion A internal rotation of the A
hip

Bone enlargement A A

Bone margin tenderness A

No palpable warmth A

Minimum criteria

Minimum criteria: ‘ ‘ >1 | 23 Minimum criteria: ‘ | >1

all e plus A A all e plus A

NICE= National Institute for Health and Care Excellence, EULAR= European League Against

Rheumatism, ACR= American College of Rheumatology, EMS=Early morning stiffness

Incidence and prevalence of OA

The incidence and prevalence of OA vary between studies and differ
according to the definition of OA used (radiographic or symptomatic), as
well as the age categories, birth country, and sex distribution of the study
population (48). The prevalence is higher for radiographic OA than for
symptomatic OA in people with knee OA (48). In this thesis, OA is defined
according to the symptoms through clinical diagnosis.

A previous study, that estimated the incidence of clinically diagnosed knee
and/or hip OA among people aged 40 years and older, reported an overall
incidence of 6.5/1000 person-years for knee OA and 2.1/1000 person-years
for hip OA (10). When classified according to sex, the incidence of knee OA
was 8.3/1000 person-years in women and 4.6/1000 person-years in men. In
the same study, the incidence rates of hip OA were 2.4/1000 and 1.7/1000
person-years for women and men, respectively (10). In women with knee and
hip OA, the incidence increased progressively with age and the steepest slope
was observed in the age range 50-70 years. In men, the incidence of knee and
hip OA increased continuously with age and peaked only in the oldest age
group (>85 years) (10).
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The prevalence of symptomatic OA in people aged 45 years or older is 6.7%
to 15. 9 % in those with knee OA and 1.6% to 9.2 % in those with hip OA
(10). A Swedish cohort study reported prevalence rates of 13.8% for knee
OA (diagnosed by a medical doctor) and 5.8% for hip OA in a population
aged 45 or older (1).

Physical activity

The World Health Organization (WHO) has provided internationally
accepted recommendations for physical activity. Adults are recommended to
perform at least 150 minutes of moderate-intensity physical activity or 75
minutes of vigorous-intensity physical activity throughout the week (49). The
metabolic equivalent (MET) is commonly used to express the intensity of
physical activity. A MET is the ratio of a person’s working metabolic rate.
One MET is defined as the energy cost of sitting still and is equivalent to a
caloric consumption of 1 kcal/kg/hour. Compared with sitting still, a person’s
caloric consumption is 3-6 times higher when performing a moderate activity
(3-6 METSs) and more >6 times higher when performing a vigorous activity
level (>6 METS) (49).

In 2016, one quarter of the world’s adult population did not meet the WHO
recommendations for physical activity (50). Data from Sweden has shown
that only 50% of the population in Sweden achieved the recommendation
(when measured objectively with an accelerometer) (51). Physical activity is
vital for preventing non-communicable diseases, such as cardiovascular
disease, hypertension, diabetes, and cancer (52, 53). Physical activity has a
positive effect on mental health, delays the onset of dementia, and can help in
the maintenance of healthy body weight (52).

People with OA are less likely to perform a sufficient physical activity level
compared with healthy people without OA (33, 54). Physical inactivity is
associated with poorer general health in people with knee and/or hip OA and
with the development of comorbidities such as obesity, diabetes, and heart
disease (55). Consistent with the effects of exercise, increased physical
activity is associated with better physical function and decreased pain in
people with knee and/or hip OA (56).
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Treatments for OA

According to national and international guidelines, first-line treatments for
people with knee and/or hip OA should include patient education, exercise
and if needed, weight control (for those with a body mass index (BMI) of
25kg/m2 or higher) (Fig. 2) (13-15, 57). If patient education and exercise are
unsuccessful for decreasing pain and improving function, the physical
therapist (PT) may offer complementary treatment such as aids, passive
treatments, and pharmacological pain relief (13-15). People who still
experience unacceptable joint pain and reduced quality of life because of end-
stage OA after first-line treatment and additional treatments should be
referred to a surgeon for consideration of surgery involving total joint
replacement (13, 14).

Surgery

Pharmacological
pain relief, aids and
passive treatments

Education, exercise and weight control

Fig. 2. Osteoarthritis treatment pyramid; reproduced with permission from Joint Academy.

First-line treatment

Patient education

The WHO recommends patient education as a part of the treatment for all
chronic diseases including OA. The WHO defines patient education as:
“helping patients acquire or maintain the competencies they need to manage
as well as possible their lives with a chronic disease. It is an integral and
continuing part of patient care. It comprises organized activities, including
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psychosocial support, designed to make patients aware of and informed about
their disease and health care, hospital organization and procedures, and
behavior related to health and disease, so that they (and their families)
understand their disease and their treatment, collaborate with each other and
take responsibility for their own care as a means of maintaining or improving
their quality of life” (5).

For people with knee and/or hip OA, a Delphi survey suggested that
educational component should include information about the disease, its
causes and diagnosis criteria, and management of the disease (58). Providing
information in combination with other treatments helps people to adhere to
the treatment because they obtain a better understanding of their condition
(59, 60).

Exercise

Exercise is the core treatment for people with knee and/or hip OA, both
because of the positive effects on OA (61-63) and because exercise and
physical activity help prevent many chronic conditions (64) and improve
symptoms of several chronic conditions (65). The guidelines from OARSI,
EULAR, and ACR include strong recommendations for exercise, for people
with knee and/or hip OA (13-15). More than 54 RCTs have evaluated the
effects of exercise in people with knee OA (61), and more than 10 RCTs have
evaluated the effects of exercise in people with hip OA (62). The message
from those studies is clear: pain and physical function are improved
following performed exercise in people with knee and/or hip OA (61, 62).

The mechanisms responsible for the effects of exercise on pain and physical
function in people with knee and/or hip OA are insufficiently understood
(66). Increased upper-leg strength, improved knee extension, and improved
proprioception have been identified as possible mediators and a positive
association has been reported between exercise and improvement in OA-
symptoms in people with knee OA (67). Another potential mechanism is the
reduction in symptoms secondary to the physiological responses to exercise
training (66). In people with hip OA, lower limb strength is associated with
better self-reported physical function (68).

Exercise should be individualized, structured land-based exercise and can
include strengthening, cardiorespiratory training, balance training,
neuromuscular exercise, or mind-body exercise such as Tai Chi or yoga (13,
69). The effects are similar in people with knee and/ hip OA who perform
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aerobic, resistance, or performance-based exercise (70). Water-based exercise
may be an alternative for people unable to perform land-based exercise
because of their inability to tolerate load-bearing exercise or comorbidities
such as severe obesity (71). Supervised exercise has been shown to produce
better results for people with knee and/or hip OA than home-based exercise
(72-74). The optimal dosage of exercise for people with knee and/or hip OA
is unclear, but it is more effective to perform supervised exercise >12 times
compared with <12 times (70). Interventions that follow the
recommendations of the American College of Sports Medicine for strength
training (75) produce greater decreases in pain compared with exercise
interventions that do not follow these recommendations (76).

Long-term adherence to exercise is poor among many people with knee
and/or hip OA, which limits the ability for these people to obtain sustained
symptom relief (77). Booster sessions may be one way to help people with
OA to continue their exercise program (78). A recent study has suggested that
the use of messages sent by the short message service (SMSs) may be useful
as booster sessions, but the effect of this approach is still unknown (79, 80).

Weight control

Overweight and obesity are very common in people with knee and/or hip OA
(81). Weight-loss interventions may help in the treatment of these conditions
but only for people with knee OA (82). A meta-analysis of weight loss
concluded that physical function improves with a decrease in weight of about
5%, but the effects of weight loss on pain were less consistent (83). The
combination of dietary weight management and exercise has better effects on
pain and function than either diet or exercise alone (84). A reduction of about
5 kg reduced the risk of new symptomatic knee OA by 50% and was
associated with a reduced risk of development of radiographic knee OA (85).

Additional treatments

Pharmacological pain relief

Pain is the most disabling symptom in people with knee and/or hip OA (30).
Because the pain can be disabling, first-line treatments may be combined
with pharmacological pain relief. According to previously updated
recommendations, topical Non-steroidal Anti-Inflammatory Drugs (NSAIDs)
are preferred over oral pharmacological pain relievers because they have

25



fewer side effects. Paracetamol is hot recommended now because of its poor
clinical effects (13).

Passive treatments and aids

Passive treatments and aids should always be offered in combination with
patient education, exercise, and, if needed weight control. Passive treatments
include joint mobilization and manipulation, which have shown moderate
benefit for people with knee OA (86) and may be considered in the treatment
of hip OA (87).

Acupuncture is commonly used in primary care as a complement to
painkillers. In people with knee and/or hip OA, there is insufficient evidence
to conclude whether acupuncture is an effective treatment for OA. One
review concluded that there is little or no effect for people with hip OA (88)
whereas another review noted a small effect of acupuncture on knee
symptoms (89).

There is no evidence of the effectiveness of other passive treatments such as
massage, neuromuscular electrical stimulation, transcutaneous electrical
nerve stimulation, ultrasound, and laser. These treatments should not be
offered to people with knee and/or hip OA (13, 14).

Braces, insoles, and shoes may be recommended to people with knee OA,
although their effects have been insufficiently investigated to make specific
recommendations (13).

Activity limitation caused by OA is common in people with knee and/or hip
OA. To manage the activities of daily life without help, aids may be needed.
According to the EULAR treatment recommendations (14), the frequent use
and high satisfaction rates of assistive technology indicate that walking aids,
assistive technology, and adaptations are useful for people with knee and/or
hip OA (90, 91). No RCTs have reported on the effects of assistive
technology except for the use of a cane in people with knee OA (92).
However, the EULAR group agreed that walking aids, assistive technology,
and adaptations at home and/or at work should be considered as a part of the
treatment for all people with knee and/or hip OA (14).

Surgery
People who still have unacceptable joint pain after first-line and additional

treatments because of end-stage OA can experience greatly reduced quality
of life. These people should be referred to a surgeon for consideration of
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surgery. The most common form of surgery for people with knee and/or hip
OA is a total joint replacement, which is a clinically relevant and cost-
effective treatment for end-stage OA (93).

The Better Management of
Patients with Osteoarthritis

There is a discrepancy between the treatment recommended by guidelines
and what people with knee and/or hip OA receive (94). In Sweden,
unpublished studies from different geographic regions have shown that >50
% of people with knee and/or hip OA are referred to surgery without
receiving first-line treatment. This is consistent with published international
studies showing that only about 50% of people with knee and/or hip OA
receive treatment according to the guidelines (17, 18, 95). To reduce the
discrepancy between guidelines and practice, a Swedish national program,
“The Better Management of Patients with Osteoarthritis” (BOA), was
initiated in 2008 (96).

The BOA program had three arms:

1) Education of PTs and occupational therapists (OTs) to deliver health
care according to guidelines.

2) Education of patients through a Supported Osteoarthritis Self-
Management Program (SOASP).

3) Collection of patient-reported and PT-reported outcomes before and
after treatment by the National Quality Register, the BOA registry.

The founder of the BOA program hypothesized:

a) That a “ready-to-use” program based on existing evidence would be
feasible in clinical practice and could be extended through education.

b) That the potential for adapting the intervention to local PT practices
or patient preferences was crucial for acceptability.

c) That patients with good experiences of exercise as treatment could be
used as “role models”, and that transforming information into
knowledge was important for adherence.
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1. Education of physiotherapists and occupational therapists

Between 2008 and 2016, around 3000 PTs and OTs interested in the BOA
program participated in a 1- or 2-day course showing them how to diagnose
OA and deliver OA care according to clinical guidelines. They also received
access to digital material, including PowerPoint presentations, to support
them in the delivery of the SOASP and to maximize the adherence to the
program.

2. The Supported Osteoarthritis Self-Management Program.

The content of the SOASP was based on existing evidence at the time,
national and international treatment guidelines, and patients’ views, thoughts,
and tolerance of treatment and exercise for OA (96). The SOASP combined
information delivered by health-care professionals with individually adapted
exercise (Fig. 3).

‘ Baseline Assessment - Individual visit to PT ‘

| Osteoarthritis Education ‘

Session 1 Session 2 OA communicator
= Whatis OA? = Exercise = To live with OA
» Risk factors = Daily life activities

= Symtoms = Coping

* Treatment = Self-management

Optional part: | Individual adapted exercise ‘ = | Supervised group exercise

\ 6-8 weeks

[ 3-month follow-up - Individual visit PT |

| 12-month follow-up — Postal Questionnaries ‘

Fig. 3. Concept of the Supported Osteoarthritis Self-Management Program (97).
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The SOASP included a minimal intervention of two theoretical group
sessions with 7-12 participants in each group, led by a PT. The minimal
intervention could not be modified, but PTs could choose to adjust the
content or sessions above and beyond the minimal intervention, to suit their
clinical routines. For example, they could add a session about weight loss and
diet, pharmacological and surgical treatment, or hand function and activities
to reduce symptoms caused by hand OA. These extra sessions could be
provided by dieticians, physicians, or OTs.

The SOASP is based on the transtheoretical model of behavioral change (98),
and the self-determination theory (99). The first session provided information
about the pathology and etiology of OA, and treatments according to
guidelines. The second session focused on the role of exercise in OA and the
need for exercise, barriers to exercise, how exercise can be incorporated into
daily life, and self-management strategies to reduce pain and other
symptoms. The third session was not mandatory but was offered by an OA
communicator who was a person with OA who had been trained to talk about
his/her experiences living with OA, and with first-line interventions (96). The
theory part aimed to explain the mechanisms underlying the benefits of
exercises and to increase patients’ motivation to exercise and be physically
active.

After the theory component, patients could choose to participate in an
optional exercise part. The exercise part included a face-to-face session with
a PT to go through an individually adapted exercise program. After that, the
patients could choose to perform the exercises on their own or during PT-
supervised exercise classes held twice a week for 6-8 weeks (96). The
individually adapted exercise program was based on each patient’s specific
needs and goals. Strength training exercises were individualized based on the
following biomechanical principles: to ensure proximal strength, align the
hip—knee-ankle, and achieve good neuromuscular control. The intensity and
progression of exercises were based on each patient’s function and capacity,
and the ability to maintain alignment and control (Fig. 4).

Exercise may be painful in patients with OA, and a model of “acceptable
pain” was used to facilitate the patients’ ability to exercise (100). This model
allows the patients to experience pain during exercise if it is perceived as
“acceptable” or does not exceed 5 on a 0-10 scale, and if the pain normalizes
within 24 hours (100).
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Fig. 4. Examples of exercises used in the SOASP. Photo: Thérése Jonsson

The intervention was followed up at 3 and 12 months after the start. The 3-
month follow-up focused continuously incorporating exercise and physical
activity into daily life (96). The 12-month follow-up included a questionnaire
sent to the patients by mail.

The SOASP was developed and trialed at Spenshult Hospital for Rheumatic
Diseases, Spenshult, Sweden, in 2006 (96). Various self-management
programs for patients with knee and/or hip OA are used nationally and
internationally (101). A role model for the self-management program is Kate
Lorig from Stanford University School of Medicine who started in the late
1970s with an Arthritis Self-Management Program based on the self-efficacy
theory (102-104). The definition of self-management education has been
described as “Interactive educational interventions specifically designed to
enhance patient self-management. Self-management education is patient-
driven and focuses on building generalizable skills such as goal setting,
decision making, problem-solving, and self-monitoring”(7).

In Sweden Maria Kl&ssbo, started self-management programs for patients
with hip OA in the late 1980th (105). In the southern part of Sweden, a self-
management program for patients with knee, hip and/or hand OA has been
used since the late 1990th (106). These programs included only the theory
part and did not include exercise. Previous studies have shown that adding an
exercise part to the self-management program will increase the effect
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concerning pain reduction and self-efficacy (107, 108), physical function
(109) and may postpone surgery with total joint replacement (110).

It has been shown that patients with knee OA who participate in self-
management programs experience positive effects on outcomes such as pain
(111, 112), health-related quality of life (HRQoL) (106, 111), self-efficacy
(113), and function (107, 111, 113) and that these effects may postpone the
need for total joint replacement (114, 115). In patients with hip OA, self-
management programs have been shown to have positive effects on outcomes
such as pain (105, 116), HRQoL (105), and function (116), and that these
effects may postpone the need for total joint replacement (110).

3. The BOA registry

The BOA registry started in 2008 and became a National Quality Registry in
2010. Between 2008 and 2016, the registry aimed to evaluate the results from
the SOASP in patients with knee, hip and/or hand OA.

The treated PT was told to send data to the BOA registry only for patients
with specific inclusion and exclusion criteria. The inclusion criteria were
joint problems in the hip, knee, or hand that required visits to a health-care
professional and receipt of clinical diagnosis of OA. The exclusion criteria
were confirmed or suspected cancer, rheumatoid arthritis, hip fracture
sequelae, chronic pain or fibromyalgia, total joint replacement within the past
12 months, other surgery of the knee or hip joint within the past 3 months, or
inability to read or understand Swedish. These criteria were used between
2008 and 2016.

The register contains patient-reported data about their symptoms, HRQoL
and psychological factors (Table 2) and PT-reported data about previous
health care, diagnosis, and compliance with the intervention (Table 3).

The level of coverage was defined as the number of units offering the
SOASP, which also registered in the BOA registry. The level of
completeness was defined as the number of patients who participated in a
SOASP and had been reported to the registry. The coverage level was
calculated at the end of 2016 as 86% and the level of completeness as 72%
(117). The response rates for each reported question were 97% at the baseline
and 3 months, and 84% at 1 year and the dropout rate in the registry was
about 31% (117).
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After the start of the BOA in Sweden, similar implementation programs have
been started in Denmark through Godt Liv med Artrose | Danmark
(GLA:D®) (118), and in Norway through Aktiv med Artrose (Aktiv A)
(119). A web-based self-management program based on the SOASP, called
Joint Academy has been evaluated in Sweden (120).

Table 2. Patient-reported outcomes in the BOA registry.

Variable Baseline [ 3-month 12-month
follow-up follow-up

Age X X X

Gender X X X

Born in Sweden X

Swedish citizen X

Educational level X

Current employment X

Sick leave X X

Smoking X

Weight (kg) X X

Height (cm) X X

Body mass index (kg.m2) X X

Comorbidity X X X

Most affected joint: X X X

knee/hip/hand/shoulder

During the last week to what degree have ailments originating from

your arm, shoulder or hand impaired your work or other daily X X X

activities?

Mean pain intensity during the last week in the most affected joint X X X

Fear of movement X X X

Willingness to undergo surgery of knee/hip X X X

EuroQol-five dimisions X X X

EuroQol Visual analogue scale X X X

Self-reported physical activities X X X

Arthritis Self-Efficacy Scale

(subscales: pain and other symptoms) X x X

Satisfaction with the BOA program X X

Frequency of using what was learned in the BOA program X X
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Table 3. Physiotherapist-reported outcomes in the BOA registry

Variable Baseline |3-month
follow-up

Most affected knee/hip/hand joint X

Other affected knee and/or hip joints X

Prior surgery of most affected joint

Prior surgery to the contralateral side of most affected joint

X-ray of most affected joint

MRI of most affected joint

On the waiting list for surgery

Prior explanation of knee/hip problems

Prior treatment of knee/hip problems

Prior information about weight reduction

Use of OA medication and type

X IX | X [ X [X|X|X[X]|X]|X|[X]|X
x

Using walking aids

Treatment other than the BOA program during follow-up X

Participation in theory sessions and number of supervised exercise sessions in the
BOA program

MRI=Magnetic resonance imaging

Clinical assessment and outcome measures

It is important to evaluate the results of different treatments, and this may be
done in different ways. For people with knee and/or hip OA, itis
recommended to combine patient-reported outcome measures (PROMs) and
performance-based outcome measures (121). The International Consortium
for Health Outcomes Measurement (ICHOM) has defined a standard set of
outcome measures for monitoring the care of people with clinically
diagnosed knee or hip OA (122). The ICHOM suggest that pain, HRQoL,
and work status are the core outcomes in combination with the satisfaction of
the result of the treatment, for assessing the results of treatment. The OARSI
also recommends that PROMs should be combined with a set of
performance-based tests of physical function that include tests of typical
activities relevant to people with knee and/or hip OA (123).
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Baseline characteristics

Different baseline characteristics may affect the outcomes of treatment in
people with knee and/or hip OA. Baseline characteristics should be included
and, in some cases, adjusted for (122). Recommended baseline characteristics
are:

- Age

- Sex

- Education

- Living Status

- BMI

- Physical activity

- Smoking status

- Comorbid conditions

- Joint history (trauma, malalignment, other joint disorder)

- Joint specific surgical history (joint replacement, osteotomy,
arthroscopic)

Disease-specific outcome measures

Different instruments for evaluating knee and/or hip symptoms are used to
assess outcomes in people with OA. The Western Ontario and McMaster
Universities Arthritis Index (WOMAC) assesses pain, disability and joint
stiffness in people with knee and/or hip OA (124). The Knee Injury and
Osteoarthritis Outcome Score (KOOS) and the Hip Disability and
Osteoarthritis Score (HOOS) have been developed from the WOMAC (125,
126). Pain is recommended to be measured by using either a visual analog
scale (VAS) or numeric rating scale (NRS), these instruments provide
congruent results (127). It is recommended that pain should be measured for
all affected joints (e.g. hip, knee, spine) (122).

Generic health-related quality of life

The two main alternatives to measure HRQoL are the Short Form health
surveys (SF-36) and the EuroQol health outcome measure (EQ-5D). The
EuroQol-5 domain (EQ-5D) is a generic measure of health status developed
by the EuroQoL group (128). It includes questions that assess five health
outcome domains, which can be summarized into a single score and a VAS
that assesses the current overall health state. Although there are alternative
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versions, the original EQ-5D with three levels of response options is the
most commonly used and best validated instrument for people with OA
(129).

Performance-based outcome measures

The performance-based outcome measures recommended by OARSI are the
30 s chair stand test, 40 m fast-paced walk test, stair-climb test, timed up-
and-go test, and 6-min walk test (121).

Physical activity

Physical activity can be measured in different ways, using self-reported
guestionnaires or diaries, direct observation and/or devices such as
accelerometers, pedometers, heart rate monitors, or sensors contained in
armbands (130). Physical activity is a multidimensional construct and no
measure can assess all facets of physical activity (130). The measurement
should be selected with a clear concept of the type of data and, in many cases,
combining different assessment methods is recommended (131). The self-
reported questionnaires are the most commonly used method to measure
physical activity (132). In people with knee and/or hip OA, a review that
evaluated self-reported physical activity scores in people with OA concluded,
“Although many instruments were identified as being potentially suitable for
use in people with OA, none demonstrated adequate measurement properties
across all domains of reliability, validity, and responsiveness” (133). The
National Board of Health and Welfare in Sweden recommends the inclusion
of two questions to measure self-reported physical activity, "How much time
do you spend, during an ordinary week, on physical activity, e.g. walking,
cycling or gardening?” and “How much time do you spend, during an
ordinary week, on physical exercise that makes you breathless, such as
running, aerobics, or ball sports?” Each question has several possible answers
in terms of the minutes spent in physical activity: “no time”, “less than 30
min”, *30-60 min”, “60-90 min”, “90-150 min”, “150-300 min” and “more
than 300 min”. Possible answers for physical exercise include: “no time”,
“less than 30 min”, “30-60 min”, “60-90 min”, *90-120 min” and “more
than 120 min. These questions were developed by the National Board of
Health and Welfare in Sweden for population-based studies on physical
activity and have been validated against accelerometry-based data (134).
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An accelerometer is a movement sensor capable of measuring sedentary
behavior and light or moderate-to-vigorous physical activity (MVPA).
Accelerometers are reliable tools for measuring the acceleration of movement
with the ability to estimate the frequency, intensity, and duration of daily
physical activity (135-137). Accelerometers remain the most commonly used
device to measure physical activity in research settings. Accelerometers have
been used as objective measures of physical activity in people with OA (138,
139).

Interpretability of outcome measures

Outcome measures are important in health care, especially because they
allow for the quantitative evaluation of the results of interventions. The use of
different methods and outcome measure(s). The reason for the quality of
different measurements, such as their validity, reliability, and responsiveness
to change, may be hard to find (140). Results can be presented as a change
between time points and/or absolute mean scores, which can be difficult to
interpret clinically. For example, it is not always clear to what extent a
change after treatment indicates the success or failure of that treatment. There
are different ways to interpret the results of different outcomes.

Effect size

Effect size (ES) is a way of quantifying the size of the difference between
two groups or the difference between pre- and post-treatment values (141).
ES is calculated as the mean change score for a group divided by the pooled
standard deviation (SD) (x—x/pooled SD) in this group (142). ES is frequently
used as a measure of the magnitude of the change and responsiveness. Cohen
suggested that ES can be categorized as small (0.20 to < 0.50), medium (0.50
to < 0.80), and large (> 0.80) (142).
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Minimal clinically important difference

The minimal clinically important difference (MCID) is the smallest change in
a treatment outcome that a patient would identify as important, and is defined
as “the smallest difference in score in the domain of interest which patients
perceive as beneficial and which would mandate, in the absence of
troublesome side effects and excessive cost, a change in the patient’s
management” (3).

There are several techniques to calculate MCID, for example, anchor-based
methods and the Delphi method. The anchor-based method compares
changes in scores with an "anchor" as a reference. An anchor establishes if
the patient is better after treatment compared to baseline according to the
patient’s own experience. One anchor method is to ask the patient after
treatment: *“Do you feel that the treatment improved your symptoms?’’,
answers could vary from a simple yes/no, to ranked options, e.g., "much
better", "slightly better”, "about the same", "somewhat worse" and "much
worse" (143). The differences between those average scale score for who
answered "better" and those who answered "about the same" create the
benchmark for the anchor method (143). The Delphi method relies on a panel
of experts who reach consensus regarding the MCID (144). At present, there
is no consensus about how to identify an MCID (145).
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Rationale

Patient education combined with exercise is considered first-line treatment
based on results of >67 RCTs that included people with knee and/or hip OA
(13-16). Worldwide, only 50% of patients with OA are offered health care as
recommended by international guidelines (17, 18). In Sweden, a Supported
Osteoarthritis Self-Management Program (SOASP), including patient
education and exercise is provided by health professionals at more than 500
primary care units. Despite the promising results of RCTs, there isa gap in
applying the evidence to clinical practice, and the results of this self-
management program, when implemented in real-world settings are not well
documented. With this background, a general aim and specific aims of the
thesis were developed as described in the following section.
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AIms

Overall aim

The overall aim of this thesis was to increase understanding about the results
of the SOASP for people with knee and/or hip OA delivered in a real-world

setting.

Specific aims

To evaluate whether the SOASP would lead to the following
changes: 1) decreased pain, 2) improved HRQoL, 3) increased self-
efficacy, 4) reduced number of patients taking OA medication, 5)
decreased fear of movement, 6) increased level of physical activity,
7) decreased willingness to undergo of surgery and 8) reduced sick
leave.

To compare the effectiveness of pain reduction after participating in
different parts of the SOASP: 1) education only, 2) education +
home-based exercise, and 3) education + supervised exercise.

To identify individual and disease-related factors at the baseline that
are associated with response to the SOASP.

To evaluate whether physical activity level and sedentary time
change after treatment within the SOASP.
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Methods

Study design

Intervention
All patients included in this thesis have participated in the SOASP (Fig 3.).

Setting and recruitment

The participants were recruited from two different populations. In Studies I-
111, data were obtained from the BOA registry between 2008 and 2016. In
study IV, patients were recruited through the orthopedic clinic at Sahlgrenska
University Hospital in Gothenburg and Skane University Hospital in Malmé
between 2009 and 2014. All patients in Study IV were referred by an
orthopedic doctor and all had undergone x-ray before inclusion into the
SOASP. Study IV was registered at ClinicalTrials.gov (NCT02022566). An
overview of the study design, participants, settings, and inclusion and
exclusion criteria in Studies I-1V, and the criteria for data selection in Studies
I-111 are described in Table 4.
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Table 4. Overview of the study design, participants, settings, inclusion and exclusion criteria and data selection

in Studies I-IV.

Study |

Study I

Study Il

Study IV

Design

Observational
registry-based study

Observational registry-
based study

Observational registry-
based study

Intervention study with
a reference group

Participants Total n=44 634 Total n=38 030 Total n=26 731 Total, n=264
Knee OA (n=30 686) Knee OA (n=26 049) Knee OA (n=18 964) Knee OA (n=152)
Hip OA (n=13 948) Hip OA (n=11 981) Hip OA (n=7767) Hip OA (n=43)
Settings BOA registry BOA registry BOA registry Sahlgrenska University
Data from 2008 to 2016 | Data from 2008 to Data from 2008 to Hospital
2016 2016 Skanes University
Hospital, 2009 to 2014
Inclusion -Symptoms in the knee | -Symptoms in the knee | -Symptoms in the knee | -Symptoms in the knee
criteria and/or hip that resulted | and/or hip that resulted | and/or hip that resulted | and/or hip that resulted
in contact with the in contact with the in contact with the in contact with the
health-care system health-care system health-care system health-care system
-Clinical diagnosis of OA | -Clinical diagnosis of -Clinical diagnosis of -Clinical diagnosis of
OA OA OA
-Age between 18-75
years
Exclusion -Reason other than OA | -Reason other than OA | -Reason other than OA | -Reason other than OA
criteria for joint problems (e.g., | for joint problems (e.g., | for joint problems (e.g., | for joint problems (e.g.,
sequelae of hip fracture, | sequelae of hip sequelae of hip sequelae of hip
chronic widespread fracture, chronic fracture, chronic fracture, chronic
pain; inflammatory joint | widespread pain; widespread pain; widespread pain;
disease, or cancer) inflammatory joint inflammatory joint inflammatory joint
-Total joint replacement | disease, or cancer) disease, or cancer) disease, or cancer)
within the past 12 -Total joint -Total joint -Total joint
months replacement within the | replacement within the | replacement within the
-Other surgery in the past 12 months past 12 months past 12 months
knee or hip joint within -Other surgery in the -Other surgery in the -Other surgery in the
the past 3 months knee or hip joint within | knee or hip joint within | knee or hip joint within
-Inability to read or the past 3 months the past 3 months the past 3 months
understand Swedish -Inability to read or -Inability to read or -Inability to read or
understand Swedish understand Swedish understand Swedish
Criteria for -Index joint (knee/hip) -Index joint (knee/hip) | -Index joint (knee/hip) | N/A
data defined by the PT self-reported by the defined by the PT
selection -Participation in the patient -Participation in the

theory part

-Data at the 3- or 12-
month follow-up

-< 150 days between
the baseline and 3-
month follow-up

-< 450 days between
the baseline and 12-
month follow

-Participation in the
theory part

-Data at the 3- or 12-
month follow-up

-< 150 days between
the baseline and 3-
month follow-up

-< 450 days between
the baseline and 12-
month follow

theory part

-Data at the 3- or 12-
month follow-up

-< 150 days between
the baseline and 3-
month follow-up

-< 450 days between
the baseline and 12-
month follow-up
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Flowchart for Studies I-1V

The flowcharts from Studies I-1V are shown in Figs 5-9.

Excluded at 3-month follow-up (n=18729)
Missing data (n=10668)

Did not attend the minimal intervention (n=649)
Not followed up within 150 days (n=4255)
Surgery (n=271)

Disrupted other reason than surgery (n=2845)
Death (n=41)

Knee OA
(n=49415)

-

Excluded at 12-month follow-up (n=27768)
Missing data (n=15179)

Did not attend the minimal intervention (n=649)
Not followed up within 150 days (n=4497)
Surgery (n=2000)

Disrupted other reason than surgery (n=5215)
Death (n=228)

Attend 3-month follow-up

(n=30686)

)
Attend 12-month follow-up

(n=21647)

Fig. 5, Flowcharts for patients with knee OA in Study I.

Excluded at 3-month follow-up (n=8768)
Missing data (n=4922)

Not followed up within 150 days (n=1953)
Surgery (n=358)

Disrupted other reason than surgery (n=1226)
Death (n=25)

Did not attend the minimal intervention (n=284) |,

Attend 3-month follow-up

(n=13948)

Hip A
(n=22716)

Excluded at 3-month follow-up (n=13818)
Missing data (n=7099)

. Did not attend the minimal intervention (n=284)

Not followed up within 150 days (n=1625)
Surgery (n=2491)

Disrupted other reason than surgery (n=2185)
Death (n=134)

Attend 12-month follow-up

(n=8898)

Fig. 6, Flowcharts for patients with hip OA in Study I.
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Baseline a
Mandatory part 62,016 participants Participants excluded

15,042: not fellowed-up
8,944: no treatment

data available

OA education
38,030 participants

Education only (ED)

Optional part
Individually adapted
exercise session
37,536 participants
Supervised exercise (SE) Home exercise (HE)
23,271 participants 14,265 participants
Fig. 7, Flowchart for Study II.
Baseline Baseline
Excluded (N=35461) (N=16166) Excluded
(N=4779) " b b (N=2218)
3-month follow-up Baseline
(n=30682) (N=13948)
Excluded 3 ——— Excluded
(N=11811) 12-month follow-up Baseline (N=6181)
(n=18871) (N=7767)

Fig. 8, Flowchart for Study III.
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Total OA patients

Excluded {n=14)
Qutside age range (n=5)

Other diagnosis worse than OA (n=7)
Too late baseline (n=2)

(n=505)

Intervention group Reference group Excluded (n=174)
A d for eligibili A d for eligibili Qutside age range (n=36)

{n=241) (n=264) Other diagnosis worse than OA

(n=44)
I |7 Does not speak Swedish (n=9)
ded self- program
Assigned to interventior signed to reference group for QA (n=27)
(n=227) {n=90) Scheduled for surgery (n=1)

Eligible but not recruited (n=32)
Declined to participate (n=32)

Eligible but not recruited (n=21)
Declined to participate (n=18)
Did not show up to appointment

Attended baseline
{n=135}

Did not attend 3-month follow-up
(n=26)

Declined to participate (n=5)
Interrupted, no reason (n=13)
Total joint replacement (n=4)
Unrelated medical problem (n=2)
Missing data (n=2)

||

Attended baseline
(n=195)

Attended 3-month follow-
up (n=169)

Did not attend 12-menth follow-up
(n=42)

Total joint replacement (n=11)
Moved abroad (n=1)

Did not return to 12-month follow-
up (n=31)

Attended 3-month follow-

up (n=49)

Did not attend 3-month follow-up
(n=20)

Declined to participate (n=1}
Unable to contact (n=3)

Attend self-management program
for OA (n=6)

Total joint replacement (n=6)
Unrelated medical problem {n=1)
Did net return to 3-month follow-up
{n=2)

Other reason {n=1)

44

Attended 12-month follow-
up (n=127)

Fig. 9, Flowchart for Study IV.




Assessments and outcome measures

All baseline characteristics (Table 2), patient-reported outcomes (Table 2),
and PT-reported outcomes (Table 3) in Studies I-1V were obtained from the
questionnaires included in the BOA registry.

The patient-reported outcomes were assessed at the baseline and the 3-month
follow-up during a visit with the PT. The treating PT entered the data into the
registry. At the 12-month follow-up, the questionnaire was sent by mail
through the BOA registry to patients with a prepaid envelope for them to
return the completed questionnaire.

Outcome measures
All outcome measures used in Studies I-1V are described in Table 5.

Table 5. Overview of outcome measures used in Study I-IV.

Outcome measures Study | Study Il Study Il Study IV

Accelerometer GTM1 X

ASES/other symptoms X

ASES/pain

x

Charnley Score X X X

X | X | X|X

EQ-5D-3L

EQ-5D-5L X

EQ-5D- VAS X

Fear of movement

Intake of OA medication

Numeric rating scale (NRS)

Pain frequency

Self-reported physical activity

X|X|[X|[X]|X]|X

Sick leave

Visual analogue scales (VAS) X

Willingness to undergo surgery X X

ASES=Arthritis Self-efficacy Score, EQ-5D=Euro-Qol five Dimension, Charnley Score categorizes patients into one of three
groups: A—one joint with OA (unilateral knee or hip); B—bilateral OA (both knees or both hips); C—OA in multiple joint sites (hip
and knee), or presence of any other disease that affects walking ability.

Comorbidity

In Studies I-1V, comorbidity was assessed using the Charnley score, which
categorizes people into one of three groups: A, one joint with OA (unilateral
knee or hip); B, bilateral OA (both knees or both hips); C, OA in multiple
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joint sites (hip and knee), or the presence of any other disease that affects
walking ability (146). This score is used to evaluate comorbidity in patients
with total hip replacement (146).

Pain intensity

In Studies I-111, the NRS was used to measure the mean pain intensity during
the last week in the most affected joint (knee or hip). The NRS is graded
from 0 to 10, where 0 represents “no pain” and 10 represents “worst pain
possible” (147, 148). The NRS is considered to be a valid way to measure
pain intensity (147).

In Study 1V, the VAS was used to measure the mean pain intensity during the
last month in the most affected joint (knee or hip). The VAS is graded from 0
to 100, where O represents “no pain” and 100 represents “worst pain
possible.” The VAS is well established in clinical practice and research for
measuring pain intensity in populations with OA and is considered to be a
valid way to measure pain intensity (147, 149).

In the BOA registry, pain rated on the VAS was used to measure pain
intensity between 2008 and 2016 and was then replaced with the NRS for
pain. All data in the BOA registry have been transferred from the VAS to
NRS pain.

Pain frequency

Pain frequency was assessed with one question from the KOOS score: “How
often do you have pain in your knee/hip”. There were five possible answers:
never, every month, every week, every day, or all the time. The KOOS score
has been shown to have sufficient reliability, validity, and responsiveness to
surgery and physical therapy after reconstruction of the anterior cruciate
ligament (125).

In Study I, this question was dichotomized into, frequent pain (every day, or
all the time) and rare pain (never, every month, or every week) to obtain an
overview of the number of patients whose pain frequency changed from daily
to weekly or less often.

In Study I11, the answers to this question were classified into four groups (all
the time, every day, every week, and every month or never), because of the
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low numbers in the categories never and every month, which were merged
into one group.

OA medication

In Study I, intake of OA medication was evaluated by the PT, who asked the
patients whether they had taken any OA medication, including painkillers,
during the past 3 months because of their knee/hip pain. The possible
answers were “yes” or “no”.

Physical activity

In Study I, physical activity was self-reported using one out of two questions
recommended by the National Board of Health and Welfare in Sweden.
“How much time do you spend, during an ordinary week, on physical
activity, e.g. walking, cycling or gardening?”. The possible answers for
minutes spent in physical activity were “no time”, “less than 30 min”, “30-60
min”, *60-90 min”, “90-150 min”, *150-300 min” and *“more than 300

min-.

In Study 1V, physical activity and sedentary time were measured using a
GT1M actigraphy accelerometer (ActiGraph, Pensacola, FL), a small uniaxial
accelerometer that measures vertical acceleration and deceleration (137). The
validity and reliability of ActiGraph accelerometers have been established in
different populations, including people with OA (135, 136, 150, 151).

Participants also maintained a daily activity log to record the time spent in
aquatic and cycling activities, which may not be fully captured by an
accelerometer. Oral and written instructions were given to the participants to
wear the accelerometer on a belt at the natural waistline, on the right hip, and
aligned with the right axilla, and to wear it continuously (except for aquatic
activities) from morning until bedtime for seven consecutive days (Fig. 10).

The accelerometer was set to collect data using a 10 s epoch (time frame).
After data collection, data were treated according to the following
procedures, which are similar to a previous accelerometer study of a Swedish
population (51). For a day to be considered valid, the wear time had to
exceed 600 min/day after periods of >20 min of consecutive epochs with 0
counts had been removed. Only patients with 4 days of valid monitoring were
included in the subsequent analysis.
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To calculate the duration of physical activity at different intensities, the
commonly used cut-point of <100 counts/min (152) was used for sedentary
behavior. The cut-points developed by Freedson et al. (153) were used for
physical activity: 100-1951 counts/min for light physical activity, 1952-5723
counts/min for moderate physical activity, and 5724 counts/min for vigorous
physical activity. The sum of all epochs with 1952 counts/min was defined as
moderate to vigorous physical activity (MVPA).

Fig. 10. An accelerometer on a belt on the right hip.

Health-related quality of life

The EuroQol (EQ-5D) is a generic measure of HRQoL. Using this
instrument, patients classify their health status into five dimensions (5D):
mobility, self-care, usual activities, pain/discomfort, and anxiety/depression
(154). In EQ-5D-3L each dimension has three levels of answer: no problems,
moderate problems and severe problems (154). The EQ-5D-3L has been
validated in a population with chronic pain (129).

The EQ-5D-5L was developed from the EQ-5D-3L. The EQ-5D-5L has five
instead of three levels for each dimension: no problems, minimal problems,
some problems, many problems, and extreme problems (155). Results from
the initial testing of EQ-5D-5L showed greater reliability, sensitivity, and
feasibility compared with the EQ-5D-3L (156-158).

The results of both the EQ-5D-3L and EQ-5D-5L may be presented as a
health profile or as a global health index. In the BOA registry, the UK tariff is
used and the global health index is given a value between -0.594 and 1.0
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where 1 corresponds to full health, and lower EQ-5D values reflect poorer
HRQoL (154). All data in the BOA registry have been replaced with EQ-5D-
5L values. This has been done using the UK cross-walk index (159).

In Study I, the EQ-5D-5L global health index was used. In Study Ill the
global health profile, EQ-5D-VAS, was used. In Study IV the EQ-5D-3L
global health index was used.

Self-efficacy

In Study I, and 1V, self-efficacy was assessed using the Arthritis Self-
Efficacy Scale (ASES), which is designed to measure confidence in one’s
own ability to manage chronic arthritis. This instrument comprises 20
statements, that are divided into three subscales: pain, function, and other
symptoms. Each item is scored on a 10-point Likert scale from 10 (very
uncertain) to 100 (very certain) (160). The subscales for pain and other
symptoms are included in the BOA registry. The ASES has been used
previously to evaluate self-management programs for patients with arthritis
(160, 161). The Swedish version has been shown to be valid (162).

Fear of movement

In Study I, fear of movement was assessed by the question, “Are you afraid
your joints will be injured by physical training/activity?” (Yes/No). To my
knowledge, this question has not been validated.

Willingness to undergo surgery

In Study I and 111, the patients” willingness to undergo surgery was assessed
using the question: “Are your knee/hip symptoms so severe that you wish to
undergo surgery?” (Yes/No).

In Study | the reduction in willingness to undergo surgery was calculated for
patients being willing to undergo surgery at baseline.
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Walking difficulties

In Study 1, walking difficulties was assessed using the question: “Do you
have walking difficulties caused by your OA?” (Yes/No).

Sick leave

In Study I, sick leave was assessed using the question, “What does your work
situation look like today? Tick the option that best suits your situation.”
There were five possible answers: 1) working or in full-time study; 2) on full-
time sick leave; 3) on part-time sick leave (defined as being on sick leave for
part of the work time, but not full time); 4) retired; and 5) unemployed. In
Study I, the answers to this question were dichotomized into full- or part-time
sick leave (Yes/No).

Statistical methods

In Studies I-1V, descriptive statistics are presented as the mean and standard
deviation (SD) or median and interquartile range (IQR). The level of
significance was set at p < 0.05. An overview of the statistical methods is
described in Table 6.

Table 6. Overview of the statistical methods used in Study I-IV.

Statistical methods Study | Study I Study Il Study IV
Chi-squared tests X
Effect Size X

GLM ANOVA X
GLMs repeated measures X

Logistic regression X

Mann-Whitney U-test X
McNemar's test X

Mean (SD) X X X X
Mean (Cl) X X

Median (IQR) X
Mixed effects model X

Odds Ratios (Cl) X

Wilcoxon Signed-Rank test X
GLM=General linear model, SD=Standard Devition, CI=Confidence interval,IQR=Interquartile Range
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Study |

In Study I, the changes in scale variables (NRS-pain, EQ-5D-3L, ASES-other
symptoms, and ASES-pain) between the baseline and 3 months, and between
the baseline and 12 months were analyzed using general linear models
(GLMs) with repeated measures. The results are presented as means with
95% confidence intervals (Cls). The standardized ESs for scale variables
were presented as Cohen’s d: (x—x/Saverage). ESs were categorized as small
(d=0.20 to d < 0.50), medium (d > 0.50 to d < 0.80), and large (d > 0.80)
(142). Changes in binary variables (pain frequency, intake of OA medication,
willingness to undergo surgery, fear of movement, physical activity, and sick
leave) were analyzed using McNemar’s test.

Study 11

In Study 11, a random coefficient model was fitted to the data, which included
a random intercept term and a fixed slope term for the participants and fixed
intercept and slope terms for follow-up time (baseline, 3 months and 12
months), joint (hip or knee) and treatment (education only, education +
home-based exercise, education + supervised exercise). The covariance
structure was set to first-order autoregressive. Treatment*time and a
joint*time interaction terms were assessed in two separate models to identify
possible differences in pain reduction at the follow-ups between participants
undergoing the different treatments offered in SOASP and between
participants with knee or hip OA. Potential confounders were selected based
on theoretically driven direct and shared pathways involving the exposure
(treatment) and the outcome (pain) (163). The models included adjustments
for differences in age, sex, BMI, affected joint (hip or knee), pain at baseline,
Charnley score, and education level.

Follow-up analysis was used to compare the Cls of the estimated means to
evaluate the clinical significance of group differences. The results are
presented as absolute values and percentages; negative values indicate a
reduction in pain intensity on the NRS scale from the baseline to the follow-
up. Finally, a sensitivity analysis including only participants who attended >
10 supervised sessions (>80% of the program) was performed to estimate the
influence of treatment adherence on the outcome of supervised exercise.

In Study 11, a relative reduction of 15% on the NRS scale was used to identify
an MCID. This cut-off was previously validated against the patients’ global
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impression of change categories in a sample of people with OA and other
chronic rheumatic conditions, and was found to indicate that the participants
felt “slightly better” after the intervention (164). A relative change in the
reduction of pain was used because it is a more stable indicator of MCID than
the absolute change, which is influenced more by the baseline values (165).

Study I

Logistic regression models were applied to examine the odds of being a
responder at the 3- and/or 12-month follow-up according to the individual
and disease factors. The results are present as odds ratios (ORs) and 95% Cls
from both crude and adjusted models. Covariates were included in the model
according to manual stepwise backward deletion. A threshold of p < 0.2 was
used when excluding covariates. All analyses were stratified by the most
affected joint (knee/hip).

Responders

A responder was defined as a person who showed a decrease of >15%
(“slightly better”) or >33% (“much better”) on the NRS for pain (164). These
cutoffs have been previously validated in a sample of people with OA and/or
other chronic rheumatic conditions (164). The decrease in NRS-pain was
calculated between the baseline and 3-month and between the baseline and
12-month follow-up.

Individual factors

The independent variables included individual factors such as sex and age
categorized into three groups: working age (18-64 years), younger retirees
(65-74 years), and older retirees (>75 years). BMI was classified according to
the WHO criteria into underweight (<18.5 kg/m?), normal weight (18.5-24
kg/m?), overweight (>25 kg/m®) and obese (>30 kg/m°) (166). Because of low
numbers in the underweight category, underweight and normal-weight
participants were merged into one category. Educational level was classified
into three groups: compulsory school, high school, and university. The
Charnley classification is a comorbidity score and categorizes people into one
of three groups: A —, one joint with OA (unilateral knee or hip); B — bilateral
OA (both knees or both hips); and C — OA in multiple joint sites (hip and
knee) or presence of any other disease that affects walking ability (146).
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Previous surgery to the most affected joint was recorded by the PT at the
baseline.

Disease factors

Pain frequency was assessed by the question: “How often do you have pain
in your knee/hip,” with five possible answers: never, every month, every
week, every day or all the time. Because of low numbers in the categories
never and every month, these two were merged into one category. Walking
disability was assessed by the question: “Do you have a walking disability
caused of your OA” (Yes/No). Willingness to undergo surgery was assessed
by the question: “Are your knee/hip symptoms so severe that you wish to
undergo surgery?” (Yes/No).

Covariates

The covariates HRQoL (EQ-5D VAS), NRS-pain at the baseline, and
previous surgery to the most affected joint, were included as potential
confounders in the analyses. HRQoL was measured using the EuroQol five
dimensions VAS (EQ-5D VAS 0-100) (154). The EQ-5D VAS was used to
adjust for baseline mental status, as recommended by the ICHOM for people
with hip and knee OA (122). The answer to the question about previous
surgery was used to adjust for worst symptoms after surgery because
previous surgery is associated with worse symptoms over the long term in
people with knee OA (167).

Study 1V

In the comparison between the intervention group and the reference group,
the differences in outcome variables between the baseline and 3-month
follow-up were the dependent variables. A histogram of the differences in
scores was analyzed visually to determine whether there was a normal
distribution and was judged as approximately normal. Hence, a GLM
univariate analysis of variance was used to compare the intervention and
reference groups. In the various models developed, the dependent variables
were the computed difference between the baseline and 3-month follow-up
for time (mins) spent in sedentary behavior, low-intensity physical activity,
and MVPA, VAS for pain, EQ-5D, ASES for pain, and ASES for other
symptoms. The primary outcomes were the changes from the baseline to the
3-month follow-up in sedentary time and in low and MVPA time.
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The fixed factors were, group (intervention/reference), sex, education level,
affected joint (knee/hip) and Charnley score. The covariates were age and
baseline values for the dependent variable in each model. The final selection
of covariates to be included in the model was performed using a stepwise
backward deletion approach, in which the least significant variable was
removed from the model until only covariates with significant (p<0.2) effects
remained in the model. The changes over time within each group, (baseline to
3-month follow-up, and, for the intervention group, baseline to 12-month
follow-up) were analyzed using the Wilcoxon signed-rank test because the
data were not normally distributed. The results are presented as median with
IQR. A dropout analysis was performed and included the variables sex, age,
BMI, Charnley score, affected joint (knee/hip), educational level, minutes in
sedentary behavior, minutes in low-intensity physical activity, minutes in
MVPA, VAS-pain, EQ-5D, ASES-other or ASES-pain. Chi-squared tests
were used for the dropout analyses of sex, Charnley score, affected joint
(knee/hip), and educational level. The Mann-Whitney U tests was used for
dropout analyses of other variables including age, physical activity, VAS-
pain, EQ-5D, and the ASES subscales.

Sample size

In Study 1V, the power calculation was based on a previous study that used
accelerometry to measure physical activity level in patients with a light to
moderate grade of OA (150). To detect a between-group difference of 10 +
17 min with a 5% probability of making a type | error and 20% probability of
making a type Il error, 50 participants in each group were needed. To
accommodate a potential dropout rate of 20%, we aimed to recruit 120
patients. However, during the study, we observed that the actual dropout rate
reached 30%. To compensate for the higher-than-expected dropout rate, we
included 195 patients in the intervention group.
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Ethics

Ethical approval

Studies I-111 was approved by the Regional Ethical Review Board in
Gothenburg (1059-16). All patients received oral or written information
about their registration in the BOA registry.

Study IV was approved by the Regional Ethical Review Board in Gothenburg
(747-08). All patients received oral and written information about the study
and provided their written informed consent before inclusion.

Ethical consideration

In studies I-111, which included data from the BOA registry, all data were
processed using the encrypted unique personal identification number without
access to the patients’ personal information (such as name, residential
address, or unique personal identification number). All results were presented
at the aggregated level which prevented any individual patient from being
identified.

In Study 1V, the patients who were eligible for inclusion in the study were
asked about their willingness to participate and be treated by the PT. This
may have meant that some participants may have felt pressured to participate
to satisfy their treating PT. To minimize this risk, all patients were informed
that participation was entirely voluntarily.

In Study IV, the reference group was on the waiting list to visit an orthopedic
doctor because of their knee and hip symptoms. A PT phoned them and asked
about their interest in having their physical activity level measured. Those
who were interested received one visit to a PT at the orthopedic clinic. They
were told that their access to the planned visit would not be influenced by
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their decision to participate or not to participate in the study. However, some
patients may have felt that not participation would affect their ability to
receive an appointment with the doctor at the orthopedic clinic.
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Results

The general results of Studies I-1V are presented in this part of the thesis. The
full details are available in separate studies at the end of the thesis.

Participants in Studies I-1V

Baseline characteristics of included patients and adherence to different parts
of the SOASP in Studies I-1V are described in table 7.

Table 7. Baseline characteristics of included patients in Study I-IV, including adherence to different parts of the

Study | Study Il Study Il Study IV
Variable Knee OA Hip OA Knee and hip Knee OA Hip OA Intervention Reference
(n=30686) (n=13948) OA (n=30030) (n=18964) (n=7767) group (n=195) group (n=69)
Women, % 70 69 69 70 70 64 58
Age, mean 66 (9) 67 (9) 66 (9) 66 (9) 67 (9) 60 (10) 66 (7)
(+ SD) ,years
BMI, mean 28 (5) 27 (4) 28 (5) 28 (5) 27 (4) 28 (5) 28 (5)
(+ SD)
Charnley Score*
A, % 38 38 39 39 38 29 35
B, % 23 10 17 24 11 41 33
C, % 39 52 44 37 51 30 32
Education level
Elementary 34 35 34 34 35 24 35
school, %
High school, % 37 36 37 37 35 40 36
University, % 29 29 29 29 30 36 29
Adherence to different parts of the SOASP
Theory part % 100 100 100 100
Face-to face 86 99 87 98
exercise %
HE, % 41 38 42 37
SE, % 59 62 58 63
1-6 times in SE, 12 19 16 28
%
7-9 times in SE, 17 12 12 16
%
10-12 times in 30 31 30 19
SE, %

BMI=Body Mass Index, HE= Home exercise, SE=Supervised Exercise, *Charnley Score categorizes patients into one of three
groups: A—one joint with OA (unilateral knee or hip); B—bilateral OA (both knees or both hips); C—OA in multiple joint sites (hip

and knee), or presence of any other di that affects walking ability

SOASP.
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Study |

Between the baseline and the 3-month follow-up, patients with knee and/or
hip OA showed significant improvements in scores for NRS-pain, EQ-5D
index, ASES-other symptoms, and ASES-pain (Table 8). Standardized ES
was 0.25 to 0.57 for patients with knee OA and 0.15 to 0.39 for those with
hip OA (Table 8). Significantly fewer patients with knee and hip OA reported
daily pain, took OA medication, reported willingness to undergo surgery,
reported fear of movement, and were physically inactive (Table 9).

Between the baseline and the 12-month follow-up, patients with knee and/or
hip OA exhibited significant improvements in NRS-pain and the EQ-5D
index, and significant decreases in ASES-other symptoms and ASES-pain
scores. Standardized ES was -0.04 to 0.43 for patients with knee OA and -
0.18 to 0.22 for those with hip OA (Table 10). Significantly fewer patients
reported daily pain, reported willingness to undergo surgery (only for hip
OA), reported fear of movement, and were on sick leave (Table 11).

Table 8. Mean (SD) differences in NRS-pain, EQ-5D index, ASES-pain, and ASES-other symptoms, between
baseline and the 3-month follow-up.

Knee OA
Outcome n Baseline 3 months Mean difference [95% Cohen’s d
mean (SD) mean (SD) Cl]
NRS/pain 30,501 5.24 (1.96) 4.07 (2.17) 1.18[1.15-1.20] 0.57
EQ-5D-index 29,865 0.636 (0.220) 0.702 (0.197)  0.065 [0.063-0.068] 0.31
ASES-O 27,290 68.1 (16.8) 72.2 (17.0) 4.1[3.9-4.3] 0.24
ASES-P 27,575 64.2 (18.6) 68.9 (19.5) 4.7 [4.5-4.9] 0.25
Hip OA
NRS/pain 13,864 5.39 (1.93) 457 (2.21) 0.82[0.79 - 0.85] 0.39
EQ-5D-index 13,570 0.611 (0.232) 0.654 (0.225)  0.043 [0.040-0.047] 0.19
ASES-O 12,339 66.0 (17.0) 68.6 (17.8) 2.6 [2.4-2.9] 0.15
ASES-P 12,477 60.5 (18.8) 63.5 (20.6) 3,1[2.7-3.4] 0.16

Cl=Confidence Intervall, SD= Standard Deviation, NRS=Numeric Rating Scale, EQ-5D=Euro-Qol five dimensions,
ASES=Arthritis Self-Efficacy Scale. Standardized Effect Size (ESs) were present as Cohen’s d: (x-x/Pooled SD). ES were
considered as small (d=0.2), medium (d=0.5), and large (d=0.8).

Table 9. Percentage changes in patients taking OA-medication, pain frequency, exhibiting fear of movement,
willingness to undergo surgery, and physical activity between baseline and 3-month follow-up.

Knee OA Hip OA
Baseline  3-month Baseline 3-month
Outcome n Yes Yes P n Yes Yes P
(%) (%) (%) (%)

Intake of OA medication 30,392 75 55 <0.001 13,811 77 62 <0.001
Pain frequency* 30,017 82 60 <0.001 13,720 85 67 <0.001
Fear of movement 30,358 17 4 <0.001 13,794 15 3 <0.001
\S’\L’J'r'g’;?;ess toundergo 59739 23 12 <0.001 13580 29 19 <0.001
Physical inactivity** 25,419 60 39 <0.001 11,725 59 39 0.041

OA=Osteoarthritis, *Daily pain or all the time, **Physically active < 150 min/week, the significance level was set at P<0.05.

58



Table 10. Mean (SD) differences in NRS-pain, EQ-5D index, ASES-pain, and ASES-other symptoms, between
the baseline and the 12-month follow-up.

Knee OA
Outcome n Baseline 12 months Mean difference [95% Cohen's d
mean (SD) mean (SD) Cl]
NRS/pain 21,283 5.15 (1.94) 4.23(2.32) 0.92[0.89-0.95] 0.43
EQ-5D-index 20,571 0.653 (0.207) 0.692 (0.198) 0.039 [0.036-0.042] 0.19
ASES-O 15,447 68.9 (16.3) 68.2 (18.3) —0.75 [-1 to —0.5] -0.04
ASES-P 15,619 65.1 (18.2) 64.2 (20.6) —0.9[-1.2 to —0.62] -0.04
Hip OA
NRS/pain 8,736 5.16 (1.92) 4.7 (2.3) 0.46 [0.42-0.51] 0.22
EQ-5D-index 8,448 0.642 (0.211) 0.650 (0.218)  0.009 [0.004-0.014] 0.04
ASES-O 6,221 67.7 (16.4) 64.9 (18.8) —2.8[-3.2t0-2.4] -0.16
ASES-P 6,283 62.3 (18.2) 58.7 (21.2) —-3.6[-4.1t0 -3.1] -0.18

Cl=confidence interval, SD= Standard deviation, NRS=Numeric Rating Scale, EQ-5D=Euro-Qol five dimensions, ASES-
O=Arthritis Self-efficacy Scale Other symptoms, ASES-P=Arthritis Self-efficacy Scale Pain. Standardized effect size (ESs) were
present as Cohen’s d: (x-x/Pooled SD). ES were considered as small (d=0.2), medium (d=0.5) and large (d=0.8).

Table 11. Percentage changes in patients taking OA-medication, pain frequency, exhibiting fear of movement,
willingness to undergo surgery, and physical activity between the baseline and the 12-month follow-up.

Knee OA Hip OA
Baseline  12-month Baseline 12-month
Outcome n \((,Zi Yes (%) P n Yes (%)  Yes (%) P
Pain frequency* 21,181 81 56 <0.001 8,703 81 62 <0.001
Fear of movement 21,186 16 4 <0.001 8,713 13 3 <0.001
Willingness to undergo surgery 20,992 19 10 0.962 8,616 20 12 <0.001
Physical inactivity** 17,328 58 39 0.902 7,279 59 39 0.531
Sick leave 7,309 14 5 <0.001 2646 12 5 0.017

OA=Osteoarthritis, *Daily pain or pain all the time, **Physically inactive < 150 min/week.
The significance level was set at P<0.05.

Study 11

Patients with knee and/or hip OA exhibited significant pain reduction at both
the 3-and 12-month follow-up (Table 12). However, the reduction was
clinically significant only at the 3-month follow-up, -19% [95% CI -21 to —
18%] but not at the 12-month follow-up, —14% [95% CI —-17 to —12]. Patients
who participated in only eduction improved less at both follow-ups when
compared to patients who participated in the home-based or supervised
exercise. Even though this difference was not clinically significant, only
patients participating in the home-based or supervised exercise had a
reduction in the pain intensity that approached clinical significance at 12
months (pain reduction for both home-based and supervised exercise — 15 %
[95% CI -16 to -14].
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Both patients with knee and hip OA showed a statistically significant
improvement at the 3-month and 12-month follow-up (Table 12). However,
only patients with knee OA reached a clinically significant pain reduction at
both follow-ups (at 3-month follow-up, —23% [95% CI —-23 to —22], at the 12-
month follow-up, -18% [95% CI -18 to —17].

In a secondary analysis stratified by joint, we did not find any statistical and
clinically significant difference in pain intensity in patients with hip OA
participating in the different treatment options at either follow-up (Table 12).
In contrast, patients with knee OA participating in home-based or supervised
exercise showed a clinically significant reduction in the pain intensity at the
3-month follow-up, —23% [95% CI -24 to —21], which was maintained at the
12-month follow-up —18% [95% CI -19 to -17].

Table 12. Differences in pain intensity (NRS 0-10), between the baseline and the 3- and 12-month follow-up
stratified by affected joint and treatment group.

Pain intensity (NRS 0-10), Knee OA + Hip OA*

Baseline The difference The difference
mean [95 % CI] mean [95% Cl] mean [95% Cl]
3 months 12 months
All participants 5.39 [5.32 to 5.46] -1.03 [-1.11 to -0.95] -0.74 [-0.84 t0 -0.64]
Only education 5.50 [5.30 to 5.69] -0.91 [-1.15 to -0.68] -0.58 [-0.87 t0 -0.30]
Education + HE 5.32[5.29 to 5.36] -1.06 [-1.10 to -1.01] -0.82 [-0.87 to -0.76]
Education + SE 5.35[5.32t0 5.38] -1.12 [-1.15 to -1.08] -0.82[-0.86 to -0.77]
Pain intensity (NRS 0-10), Knee OA**
All participants 5.34 [5.28 to 5.40] -1.21[-1.24 to -1.17] -0.95[-0.99 to -0.91]
Only education 5.34[5.11 to 5.58] -0.95 [-1.25 to -0.66] -0.62 [-0.98 to -0.26]
Education + HE 5.22[5.18 t0 5.27] -1.18[-1.23 to -1.12] -0.97 [-1.03 to -0.90]
Education + SE 5.27 [5.23 to 5.30] -1.23[-1.27 t0 -1.19] -0.95 [-1.00 to -0.90]
Pain intensity (NRS 0-10), Hip OA**
All participants 5.43 [5.37 to 5.50] -0.85 [-0.89 to -0.80] -0.50 [-0.56 to -0.44]
Only education 5.63 [5.30 to 5.96] -0.84 [-1.25 t0 -0.43] -0.50 [-1.00 to -0.20]
Education + HE 5.36 [5.29 to 5.42] -0.82 [-0.90 to -0.74] -0.48 [-0.57 to -0.38]
Education + SE 5.33[5.28 t0 5.39] -0.86 [-0.92 to -0.80] -0.51 [-0.59 to -0.44]

*The analysis is adjusted for baseline pain, Body Mass Index (BMI), age, sex, level of education, comorbidities, affected joint.
**The analysis is adjusted for baseline pain, Body Mass Index (BMI), age, sex, level of education, comorbidities.
NRS=Numeric rating scale for pain, Cl=confidence intervals.HE=Home-based exercise, SE=Supervised Exercise
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Study 111

Similar factors were found to be associated with the odds of responding both

as slightly and much better. Therefore is only factors associated with respond
with much better presented here, for complete data, see paper I1l at the end of
the thesis.

In patients with knee OA, both the crude and adjusted models showed that
higher education, lower BMI and younger age were individual factors
associated with responding to the treatment at both follow-ups. The disease
factors associated with being a responder in patients with knee OA were less
pain frequency, unilateral OA, being unwilling to undergo surgery and not
having walking difficulties (only at the 12-month follow-up) at both follow-
ups (Table 13).In patients with hip OA, both the crude and adjusted models
showed that lower BMI was an individual factor associated with responding
to the treatment. The disease factors associated with being a responder in
patients with hip OA were less pain frequency, being unwilling to undergo
surgery, unilateral OA and not having walking difficulties (Table 14).
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Table 13: Individual and disease-related factors associated with a reduction in pain with 33 % at the 3- and 12-month follow-up after treatment with SOASP in patients

with knee OA.

Knee OA*

Pain reduction with 33 % at the
3-month follow-up

Pain reduction with 33 % at the
12-month follow-up

Independent factors n Crude OR Adjusted OR n Crude OR Adjusted OR
[95% CI] [95% CI] [95% CI] [95% CI]

Pain frequency

Less than every month 981 1.42[1.25-1.62] 2.18[1.8-2.6] 968 1.69[1.48-1.94] 2.12[1.78-2.54]

Every week 1914 1.47[1.32-1.63] 1.9[1.7-2.18] 1893 1.64[1.47-1.83] 1.82[1.58-2.09]

Every day 9198 1.37[1.26-1.48] 1.46[1.33-1.61] 9127 1.41[1.3-1.53] 1.42[1.29-1.58]

All the time 2523 1 1 2504 1 1

Charnley Score

A 5934 1.63[1.52-1.74] 1.62[1.5-1.76] 5878 2.03[1.9-2.17] 1.96 [1.8-2.1]

B 3069 1.19[1.1-1.28] 1.14 [1.04-1.26] 3045 1.26 [1.16-1.37] 1.2[1.08-1.3]

C 5613 1 1 5569 1 1

Willingness of surgery

No | 1152 ‘ 1.38[1.3-1.48] 1.6[1.4-1.7] 12125 1.64[1.5-1.77] 1.7 [1.54-1.88]

Yes 2781 1 1 2367 1 1

Education

Compulsory school 4775 1 1 4721 1 1

High school 5473 1.08[1.01-1.16] 1.05[0.97-1.15] 5426 1.19[1.11-1.28] 1.16 [1.07-1.27]

University 4369 1.24[1.15-1.33] 1.2[1.11-1.32] 4345 1.5[1.4-1.62] 1.45[1.33-1.59]

Body Mass Index

<25 3859 1.29[1.2-1.4] 1.28[1.17-1.41] 3822 1.52[1.41-1.65] 1.38[1.25-1.52]

> 25-30 6417 1.18[1.1-1.26] 1.13[1.04-1.23] 6361 1.28[1.19-1.38] 1.23[1.13-1.34]

> 30 4340 1 1 4309 1 1

Age

18-64 5471 1.19[1.1-1.3] 1.18[1.06-1.3] 5436 1.27[1.17-1.39] 1.24[1.11-1.37]

65-74 6441 1.2[1.1-1.3] 1.16 [1.05-1.23] 6375 1.28[1.18-1.39] 1.21[1.09-1.33]

275 2704 1 1 1 1

Walking difficulties

No 3208 1.03[0.96-1.1] 1.0[0.92-1.1] 3177 1.23[1.14-1.3] 1.14[1.04-1.25]

Yes 1140 1 1 11315 1 1

*The adjusted analysis is adjusted for sex, age, Body Mass Index (BMI), level of education, comorbidities, pain frequency, walking difficulties, the willingness of surgery, baseline pain, Euro-QoL
analog scale (EQ-5D-VAS) and previous surgery to the most affected joint. *Charnley Score categorizes patients into one of three groups: A—one joint with OA (unilateral knee or hip); B—
bilateral OA (both knees or both hips); C—OA in multiple joint sites (hip and knee), or presence of any other disease that affects walking ability Bold text is a significant difference (p<0.05)
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Table 14: Individual and disease-related factors associating with a reduction in pain with 33 % at the 3- and 12-month follow-up after treatment with SOASP in

patients with hip OA.

Hip OA*

Independent factors

Pain reduction with 33 %
3-month follow-up

Pain reduction with 33 %
12-months follow-up

n Crude OR Adjusted OR n Crude OR Adjusted OR
[95% Cl] [95% CI] [95% Cl] [95% CI]

Pain frequency
Less than every month 343 1.55[1.23-1.94] 2.39[1.76-3.1] 338 1.53[1.2-1.96] 2.2[1.63-2.98]
Every week 828 1.43[1.21-1.7] 1.72[1.39-2.13] 823 1.71[1.43-2.05] 1.9 [1.51-2.39]
Every day 3902 1.29[1.14-1.47] 1.39[1.19-1.62] 3873 1.43[1.24-1.64] 1.46 [1.23-1.73]
All the time 1037 1 1 1019 1 1
Willingness of surgery
No | 4880 | 1.5[1.34-1.71] 1.75[1.5-2.04] | 4842 | 1.69 [1.48-1.93] 1.86 [1.57-2.2]
Yes 1230 1 1 1213 1 1
Body Mass Index
<25 2255 1.19[1.05-1.36] 1.11[0.96-1.29] 2236 1.65[1.43-1.9] 1.5[1.28-1.78]
2 25-30 2578 1.14[1.01-1.3] 1.06 [0.92-1.23] 2555 1.43[1.24-1.65] 1.35[1.15-1.58]
=30 1277 1 1 1264 1 1
Charnley score
A 2244 1.22[1.1-1.35] 1.23[1.1-1.39] 2219 1.48[1.33-1.65] 1.44[1.27-1.63]
B 529 1.19[1.03-1.39] 1.24[1.02-1.5] 527 1.39[1.19-1.63] 1.29[1.23-1.32]
C 3337 1 1 3309 1 1
Walking difficulties
No 1339 1.14[1.02-1.27] 1.11[0.97-1.28] 1331 1.38[1.23-1.55] 1.32[1.15-1.53]
Yes 4771 1 1 4724 1 1

*The adjusted analysis is adjusted for sex, age, Body Mass Index (BMI), level of education, comorbidities, pain frequency, walking difficulties, the willingness of surgery, baseline pain, Euro-QoL

analog scale (EQ-5D-VAS) and previous surgery to the most affected joint. *Charnley Score categorizes patients into one of three groups: A—one joint with OA (unilateral knee or hip); B—
bilateral OA (both knees or both hips); C—OA in multiple joint sites (hip and knee), or presence of any other disease that affects walking ability Bold text is a significant difference (p<0.05)
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Study 1V

The change in minutes spent in sedentary behavior and low-intensity physical
activity or MVPA from the baseline to the 3-month follow-up did not differ
significantly between the intervention group and the reference group (Table
15).

The within-group analysis showed a significant decrease in the number of
minutes of low-intensity physical activity in the intervention group from the
baseline to the 3-month follow-up. In the reference group, no significant
change in activity level or time in sedentary behavior occurred from the
baseline to the 3-month follow-up.

Analysis of the changes in the secondary outcomes (VAS-pain, EQ-5D,
ASES-other symptoms, and ASES-pain), showed significantly greater
changes in patients in the intervention groups than in the reference group for
all outcomes. In the reference group, none of these secondary outcomes
changed significantly from the baseline to the 3-month follow-up. Within the
intervention group at the 12-month follow-up, there was a significant
decrease in minutes of MVPA and significant improvements in VAS-pain,
EQ-5D, ASES-other and ASES-pain (Table 16).
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Table 15. Differences in mean daily minutes of sedentary behavior, low activity, moderate-vigorous activity,
VAS/pain, EQ-5D-index, ASES/pain, and ASES/other symptoms for the intervention group compared to the
reference group, from the baseline to the 3-month follow-up, mean difference, 95% confidence interval (Cl).

Intervention group Reference group

(n=169) (n=49)

mean change mean change Mean diff

[95% CI] [95% Cl] [95% Cl]
Minutes in sedentary -2 [-12, 8] -11 [-30, 8] -9 [-31, 12]
Minutes in LPA -8[-15, -2] -11[-24, 2] -3[-17,12]
Minutes in MVPA 41-0.6, 8] 0.2[-8,9] -4[-14, 6]
VAS pain (0-100) -9 [-13, -6] 41-2,9] 137, 19]
EQ-5D-index 0.03 [-0.004, 0.07] -0.14 [-0.19, -0.08] -0.17 [-0.24, -0.10]
ASES-O (10-100) 2[-0.3,5] -3[-7,1] -5[-10, -0.3]
ASES-P (10-100) 5[2, 8] 2[7,3] -7 [-13, -2

All measurements are calculated using linear ANOVA and adjusted for sex, index joint (hip/knee), age, education level,
Charnley score and baseline value of outcome measures; only potential confounders with significant (p<0.2) effect were kept
in each model.LPA=Low intensity physical activity, MVPA= moderate to vigorous physical activity. ASES-O=Arthritis Self-
efficacy Score Other symptoms, ASES-P=Arthritis Self-efficacy Scale Pain, The significance level was set at P<0.05. Bold
text is a significant difference.

Table 16. Median (IQR) changes in daily minutes of sedentary behavior, low-intensity physical activity, and
MVPA from the baseline to the 3- and 12-month follow-up.

Intervention group B Reference group P
Median (IQR) Median (IQR)
Sedentary
Baseline 562 (523-605) n=141 572 (505-599) n=52
3 months 556 (507-602) n=129 0.538 556 (504-592) n=33 0.891
12 months 552 (499-598) n=110 0.178
Low activity
Baseline 181 (150-214) n=141 169 (130-218) n=52
3 months 170 (144-205) n=129 0.023* 169 (118-220) n=33 0.072
12 months 178 (140-228) =110 0.633
MVPA activity
Baseline 34 (22-52) n=141 20 (11-30) n=52
3 months 34 (19-52) n=129 0.998 21 (10-37) n=33 0.820
12 months 32 (18-52) n=110 0.026*

MVP=moderate-vigorous physical activity. Wilcoxon Signed-Rank test was used, and p-values were calculated from the baseline

to the 3-month follow-up and the baseline to 12-month follow-up. The significance level was set at P<0.05.
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General discussion

The overall aim of this thesis was to increase understanding of the SOASP
results for patients with knee and/or hip OA delivered in a real-world setting.
The main results are discussed below.

Our results in comparison with other studies

The overall results from the SOASP, as implemented in real-world settings,
are in line with the results of previous studies.

A Cochrane systematic review that evaluated the effect of exercise in patients
with knee OA showed significantly reduced pain and increased HRQoL (61).
The effect on pain was sustained for 2-6 months, but the effect on HRQoL
was not (61). A similar Cochrane systematic review that evaluated the effect
of exercise in patients with hip OA showed significantly reduced pain, but no
benefit of exercise was demonstrated for HRQoL (62). Pain reduction was
more prominent in patients with knee OA than in patients with hip OA (61,
62). Those results are in line with our results; i.e.; we found better results for
patients with knee OA than hip OA and better results in pain reduction than
in HRQoL.

A program similar to the SOASP has been implemented in Denmark (GLA:D
®) (118). Results from GLA:D ® showed better outcomes for knee OA
patients than hip OA patients, pain reduction both in the short and the long
term, increased self-reported physical activity in the short term, fewer
patients taking OA medication, and fewer patients on sick leave (118), in line
with our results. However, patients in the GLA:D ® experienced greater pain
reduction, (knee OA, 29% [95% CI: 27% to 30%], hip OA, 23% [95 % CI:
21% to 26%]) (118) compared with the patients in the SOASP (knee OA,;
23% [95% Cl, 22% to 23%] , hip OA; 16% [95% CI; 15% to 16%]. There
may be different reasons for the difference in results between the SOASP and
GLA:D ®. The proportion of patients with knee and/or hip OA in the SOASP
is similar to the proportion in GLA:D ®; however, GLA:D ® has younger
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patients and a higher number of women, which may affect the results.
Another reason may be that most of the units in the GLA:D ® are private and
patients pay most of the treatment costs themselves (118), which probably
attracts more motivated patients, and subsequently leads to better results.
However, the biggest difference in the self-management program between the
SOASP and the GLA:D ® is that the exercise part is optional in the SOASP,
but mandatory in the GLA:D ®. In the GLA:D ®, 84% of the patients
attended at least 10 supervised exercise sessions while only 26% of patients
in the SOASP did. A systematic review showed that higher adherence to
exercise increases the effects on pain intensity (70) and this is a probable
reason for the difference between the SOASP and GLA:D ® outcomes.

In Study I, we found a significant increase in HRQoL both for patients with
knee OA and hip OA at the 3- and 12-month follow-up. The increases were
small and it is hard to know whether this increase is of clinical importance. In
a metanalysis, the MCID for HRQoL has been calculated to be between 0.03
and 0.54 in musculoskeletal disorders (168). Both patients with knee OA and
hip OA had improved by more than 0.03 at the 3-month follow-up, but only
patients with knee OA showed improvement at this level at the 12-month
follow-up. In a study of patients with back and neck problems, an EQ-5D
value of 0.6 was classified as a sufficient capacity to work (169). If we
assume that 0.6 is a cut-off value for a high EQ-5D, both patients with knee
OA (mean EQ-5D, 0.636 [+ SD=0.220] and hip OA (mean EQ-5D, 0.611 [+
SD=0.232]) showed a high level of HRQoL before starting the SOASP and a
potential ceiling effect may be the reason for the limited improvement.
Through EQ-5D, we measured the overall HRQoL, including different
factors that make sense after a self-management program. However, a high
number of people with OA have comorbidities that will affect the HRQoL
and despite an improvement in OA-related symptoms, the HRQoL may
remain unchanged. To better understand the joint-related QoL it would be
preferable to use the KOOS-PS (170) and HOOS-PS (123).

Results from the 3-month follow-up were not maintained at
the 12-month follow-up

OA is a life-long condition. Thus, the primary aim of the SOASP was to
enable the patients to continue to exercise and be physically active by
themselves. The overall result for all outcomes in Studies I-1V was better at
the 3-month follow-up than the 12-month follow-up. This is in line with a
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meta-analysis that evaluated the effect of exercise for patients with knee
and/or hip OA, showing the best results directly after treatment and thereafter
decreasing (16). However, this result indicates that there is room for
improvement, in obtaining sustained results from the SOASP. It has been
shown that long-term adherence to exercise is poor among many people with
knee and/or hip OA and this may limit sustained symptom relief (77).
Strategies are needed to enhance patients’ compliance with the intervention
and to reinforce behavior changes to maintain the improvements experienced
after the intervention over an extended period. Indeed, previous studies have
shown that a reduction in the outcome after an intervention can be expected
and how the addition of booster sessions might help to maintain the results
over time (80). Studies also suggest that SMSs (79) and digital health may
help to maintain results over time (171), but evidence for those interventions
remains unclear.

However, maintaining behavior changes probably requires more complex
strategies than simply adding booster sessions. Two previously published
systematic reviews reported several barriers influencing adherence to
exercise and physical activity, suggesting a complex interaction between
internal and external factors (172, 173). The internal factors that may
influence the effect of the intervention include personality, motivation,
previous experience from exercise. External factors include family support
and engagement by the PT and training partners (173, 174). The treatment PT
needs to be aware of those factors and help the patients on an individual level
to change their behavior. A systematic review suggests that PTs do not
possess the required knowledge of behavioral theories or technigues to apply
them effectively in their clinical practice with patients (175). Even if the
SOASP is based on the framework of the transtheoretical model of behavioral
change (98), this is a small part of the education received by PTs and we do
not know whether the different PTs reporting data to the BOA registry were
competent in behavior change.

Patients with knee OA achieve better results than patients
with hip OA

In Study 11, we found that patients with knee OA experienced greater
improvements than patients with hip OA, and only patients with knee OA
reached the MCID for pain reduction. This is in line with results from
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previous studies investigating the effectiveness of exercise, where patients
with knee OA had greater improvements than patients with hip OA (61, 62).

The reason for the difference in results between patients with knee and hip
OA is still poorly understood. One reason for the difference may be in the
disease mechanisms and joint mechanics; i.e., the hip is a ball and socket
joint and the knee is a hinge joint, and the hip is a more stable joint but with
angular motion in more directions than the knee.

The progress from mild to severe OA (using x-ray evaluation) has been
shown to be faster in hip OA. These patients have more severe pain and a
more severe radiographic OA when they seek health care than patients with
knee OA (176). In Study I, there was not a big difference in pain intensity at
baseline between patients with knee OA (mean = 5.24 [+ SD = 1.96]) and hip
OA (mean = 5.39 [+ SD = 1.93]), however, the faster progression of the hip
OA to a more severe OA may be one reason for the lack of improvement for
these patients.

In Study I11, we found that patients with Charnley C (OA in multiple joint
sites (hip and knee)), or presence of any other disease that affects walking
ability) had a lower odds to reach the MCID in pain. More than half (52%) of
the hip population in Study I, reported Charnley C compared with 39 % of
the patients with knee OA, which may explain part of the difference.

Further, it needs to be considered that the evidence used to develop
guidelines and recommendations for education and exercise for patients with
knee and/or hip OA, is mainly based on studies of knee OA. It is possible that
patients with hip OA need a different type, intensity, or dose of exercise. A
previous systematic review including patients with hip OA showed that
interventions that followed the recommendations from the American College
of Sports Medicine regarding strength training (75) achieved greater pain
reduction than exercise interventions that did not follow these
recommendations (76). We had no information about the dose or intensity
from the BOA registry, but an increased dose and intensity would probably
lead to a better pain reduction result in the patients with hip OA.

Finally, it has been shown that greater strength of the hip extensors, hip
flexors, and knee extensors in patients with hip OA is associated with better
physical function (68). We did not measure the function and may have
underestimated the benefit from the SOASP in patients with hip OA.
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No difference between home-based and supervised exercise

We did not find any difference in pain reduction between patients
participating in the home-based or supervised exercise in Study II. The effect
size for the pain of supervised exercise has been repeatedly shown to be
larger than the one for home-based exercise (72-74).

One reason for our results may be the low adherence to exercise in the
supervised exercise group, compared with previous RCTs studies (72-74).
Only 30 % of the patients participated in the supervised exercise for 10-12
exercise sessions. Another reason that we did not find any difference between
the groups may be that the patients in the SOASP could choose to undertake
home-based or supervised exercise rather than being assigned to a specific
treatment option. It has been shown that patients’ preference towards a
treatment may enhance their outcomes (177). Around 40% of the patients in
the SOASP choose to do home-based exercise, with no information about the
dosage or intensity of the exercise done at home. It may also be assumed that
patients with exercise experience choose to participate in the home-based
exercise and those patients were more likely to continue with exercises,
which may have positively affected our results for the home-based group
(172). Another reason may be that the patients in the supervised group had a
more severe OA, those patients were slightly older and 46 % of the patients
reported Charnley C (OA in multiple joint sites (hip and knee)) compared to
41 % in the home-based exercise group.

Despite decreased OA symptoms, the level of physical
activity was unchanged

One of the aims of the SOASP was to increase patients’ efficacy to self-
manage the disease and increase their level of physical activity. Several
factors are associated with a lower level of physical activity in people with
OA, including comorbidity, high age, high BMI, impaired function, fear of
movement, and pain (33, 54, 178, 179). In Study 1V, we showed that despite
a reduction in pain intensity, the time spent in sedentary and physical activity
was unchanged between baseline and the 3-month follow-up. A meta-
analysis found similar results for patients with OA who underwent total joint
replacement, with unchanged physical activity levels after surgery, despite
achieving pain relief (180). This result indicates that it requires more than
pain reduction to increase the level of physical activity.
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Although it has been shown that patients with OA have a lower level of
physical activity than the general population (33), this did not hold in our
Study IV population, which had the same level of physical activity as the
general population in Sweden (51). However, the study population was
younger, had a higher level of education, and a higher proportion of men than
the BOA population, all factors that may positively affect the level of
physical activity (172). If patients are already physically active at baseline it
is harder to increase their physical activity level. In Study 1V, the number of
daily minutes of MVPA at baseline and follow-up was similar (baseline:
median=34 [1Q =22-52]; 3-month follow-up: median=34 [IQR=19-52]; 12-
month follow-up: median=32 [IQR=18-52]). This indicates that most people
were slaves to their habits and performing the same activity week after week.
Changing health behavior and maintaining a healthy lifestyle requires a
continuous commitment (98), which takes time and effort (172). Facilitators
and barriers for making a behavior change are discussed in the section about
sustained results after the SOASP.

In Study I, we measured self-reported physical activity. The proportion of
patients who reached the recommendation of physical activity increased at
the 3-month follow-up, but the increase was not sustained until the 12-month
follow-up. In Study 1V, moderate level activity had decreased at the 12-
month follow-up, indicating the importance of finding strategies to sustain
and/or increase the level of physical activity. It is well known that physical
activity has beneficial effects on OA symptoms and several comorbidities,
including overweight and obesity (65). A high proportion of the BOA
population is overweight or obese, with a mean BMI of 28 [+SD =5]. In the
future, we need to work further in this area to help patients with OA lead a
healthier life.

Factors associated with response

In Study 111, we showed that the strongest factors associated with reaching
the MCID in pain were less frequent pain, unilateral OA, being unwilling to
undergo surgery and a lower BMI.

Patients should seek help early in their disease course, which appears to be
important for pain reduction. It is important that patients change their
behavior if they are to get improvement from treatment and to sustain that
improvement (172). In Study 11, we showed that patients with less pain
frequency and unilateral OA were more likely to reach the MCID for pain;
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i.e., patients with weekly pain or less were twice as likely to reach the MCID
than patients who had pain all the time. Previous studies have shown that
only 50% of patients with OA receive treatment according to the guidelines
(95). In the BOA registry, only 4% of the patients were seeking health care
for their OA for the first time and more than 70% of patients had OA changes
defined by X-ray (117). It has been shown that it takes many years before the
changes from OA are shown on X-ray (41). Altogether, this indicates that
patients with OA in Sweden do not get the SOASP as a first-line treatment,
which indicates the importance of continuing to work on the implementation
of guidelines for OA in Sweden to help more people with OA to decrease
their symptoms.

Unwilling to undergo surgery was another factor associated with increased
odds of reaching the MCID for pain. In some regions in Sweden, the SOASP
is mandatory before patients can be referred to see a surgeon to discuss
surgery. It can be assumed that patients willing to undergo surgery before
starting the SOASP may see surgery as the best solution for their problems
and may have lower expectations from PT treatment. Shared decision-making
has been shown to improve health outcomes, but providing a mandatory
treatment before surgery is not considered to constitute shared decision-
making with the patients (181). However, patients with OA on the waiting
list for surgery have shown good pain reduction results (114, 115), and
change from being willing to unwilling to undergo surgery (182, 183) and
delaying surgery (110, 115), which indicates that those patients may be
helped by the SOASP. Rather than force the patient to participate in the
SOASP, the health professional needs to give enough information to the
patients to make their own decision that they want to participate in the
SOASP by themselves. We also need to work with the information given to
the general population about OA, to increase the knowledge about first-line
treatment for OA. Another reason for the association between being
unwilling to undergo surgery and more likely to respond to the treatment may
be that the patients willing to undergo surgery have a more severe OA and it
is time for surgery, but our measurements did not capture this statistic. To
increase the results for those patients, we need to better understand which
factors are associated with the willingness to undergo surgery in the BOA
population.

Overweight and obesity are huge problems for patients with OA, and are
associated with radiographic worsening of the OA, increased pain and
increased risk of comorbidity (184, 185). In the BOA population, around
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75% were overweight or obese (117). In Study 111, we showed that patients
with a lower BMI were more likely to reach the MCID for pain reduction. In
the SOASP, there is information about weight control, but to my knowledge,
no units with an integrated weight management program are available.
Exercise in combination with dietary weight management has shown a better
effect on function and pain than either diet or exercise alone in patients with
knee OA (92, 93). To increase the results from the SOAPS and help more
patients with OA achieve a healthier lifestyle, a dietary weight management
program should be added as an optional part of the SOASP.

Strengths

To my knowledge, the BOA registry is the largest registry in the world that
evaluates a first-line intervention for patients with knee and/or hip OA in a
real-world setting with both short- and long-term follow-ups. This increases
the generalizability of the results. Studies I-111 were registry-based studies,
that used data that had been collected. This form of data collection is cost-
effective, maximizes the public value of the already collected data and
enables researchers to work with data from large cohorts. The data collection
process, which is independent of the study question, and inclusion of the
whole population of a geographic helps to minimize the selection bias and
can prevent the misclassification of exposure, confounders, and outcomes
(186). Study IV was an intervention study with a control group, to evaluate
the same interventions through different study designs makes a bigger picture
of the results. In this thesis, we have evaluated four out of five domains
(impairments caused by body function and body structure, activity
limitations, participation restrictions as well as personal factors) according to
ICF and physical activity have both been evaluated objectively with an
accelerometer and self-reported, which give us a good overview of the results
from SOASP.
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Limitations

The primary aim of a National Quality Registry is to evaluate health care for
continuous learning, improvement, research, and management to create the
best possible health and care together with the patients. However, sometimes
the origin of questions in the National Quality Registries is not described and
therefore unclear.

In the BOA-registry, HRQoL was measured with the EQ-5D-3L between
2008 and 2016 and then replaced with EQ-5D-5L. All data in my thesis were
measured with the EQ-5D-3L; however, these data were transformed to EQ-
5D-5L since we first obtained access to the data from the BOA registry in
2017. This transformation was done using the UK cross-walk index (159).
Since all data in this thesis have been evaluated the same way, and we have
evaluated the change in HRQoL, the risks for over/underestimating the
results are small.

Fear of movement is evaluated through one question; “Are you afraid your
joints will be injured by physical training/activity?” (Yes/No). The evaluation
of fear of movement is more complex than this, therefore the results from this
question should be used with caution. There are no performance-based tests
of physical function in the BOA-registry, which is a limitation and may lead
to underestimating the results from the SOASP.

In Study I-111, 38% of the patients at the 3-month follow-up and 58% of
patients at the 12-month follow-up had missing data or had not been followed
up within our timeframe. A high dropout rate is very common in registry-
based studies using real-world data (119). Around 55% of the patients were
excluded for missing data. This lack of information means that it is unclear
whether the patients dropped out of the SOASP or the PT did not enter the
data into the registry. Further, we do not know whether the excluded patients
had better or worse results than the included patients. It has been shown that
even patients who improve during the intervention may discontinue the
treatment thinking that exercising further is not necessary, while others keep
exercising because they are afraid of getting worse (187). In Studies I-111, the
excluded patients had a higher HRQoL, and more patients reported daily
pain, were on sick leave and were willing to undergo surgery. This may have
affected our result positively; e.g., in Study I11, we showed that both less
frequent pain and unwillingness to undergo surgery were associated with
reaching the MCID for pain.
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Despite most of the questionnaire and measurements used in the BOA
registry being validated, most of the data were self-reported; therefore, the
results may be affected by patients wanting to “do well” and please health-
care providers by reporting exaggerated improvements. A potential
“regression to the mean” effect must also be considered in the interpretation,
especially given the absence of a control group. In Study IV, however,
similar increases in pain, QoL, and self-efficacy were shown for the treatment
group, while the control group showed a trend towards worsening OA
symptoms during the study period, refuting the possibility of “regression to
the mean”.

In Study I, we used one of two recommended questions (the question about
physical activity) to measure physical activity. Because we were studying
the change in physical activity over time, our results would not be affected.
However, the total number of patients reaching the level of physical activity
was probably higher than reported in Study I.

In Study 11, we classified a pain reduction of 15% as an MCID based on a
validated cut-off (164). Because the use of different cut-offs may lead to
different results, interpretations of the clinical significance of the pain
reduction showed in Study Il requires caution.

In Study I, two different cut-offs of NRS pain reduction were used to define
responders. In recommendations from OARSI, the definition of a responder
should include both a decrease in symptoms and an increase in function
(188). Unfortunately, there are no data on functions in the BOA registry;
therefore function could not be used to define responders.

In Study 1V, the patients were not randomized into intervention versus
control groups. The two groups were not matched according to sex, age, and
joint (knee/hip), but we did observe a difference in baseline values between
the two groups. However, we adjusted for these discrepancies using a
statistical model (i.e., GLM-ANOVA). The PT was not blinded to the two
groups, and the intervention group met a PT 5-18 times, while the control
only met a PT once. More frequent PT-led training may improve outcomes
(189) and could thus be a reason for the between-group differences seen in
our study.

75



Future perspectives

The studies in this thesis have increased our knowledge about the results of
the SOAPS conducted in real-world settings. Nevertheless, to increase our
knowledge even further and improve the SOASP results, we must;
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Work at a society level to increase the knowledge about first-line
treatment for patients with OA and help these patients to make well-
informed decisions about their treatment.

Continue working with the implementation of the treatment
guidelines for OA in Sweden to assist health professionals to help
these patients correctly.

Acknowledge that because OA is a disease with multiple
comorbidities and not a single joint disease, treatment goals must
focus on overall increased health rather than specific treatments.

Increase the professionals’ understanding of behavioral coaching
strategies to help patients with OA.

Find strategies to increase adherence to exercise and physical activity
in patients with OA.

Better understand which exercise and dosage we should recommend
to patients with OA, in particular patients with hip OA.



Conclusions

This thesis has deepened the knowledge about treatment using SOASP for
patients with knee and/or hip OA in a real-world setting. In these studies,
patients who participated in the SOASP experienced decreased symptoms
and increased HRQoL, however, these changes did not seem to change the
level of physical activity.

Specific conclusions from the four studies can be summarized as follows:

Overall the results from the SOASP, when implemented in real-world
settings, are in line with the results of previous studies, indicating that
patients participating in the SOASP reduced their OA symptoms,
reduced their willingness to undergo surgery, and took less OA
medication and sick leave (Study ).

When exercise was added as part of the SOASP, there was a greater
reduction in pain regardless of whether the exercise is home-based or
supervised (Study I1).

Patients with knee OA seem to benefit more from the SOASP than
patients with hip OA (Study II).

Less frequent pain, unilateral OA, unwillingness to undergo surgery, and
a lower BMI were associated with reaching the MCID for pain (Study
).

Despite the decrease in pain, and increases in HRQoL, and self-efficacy,
the SOASP does not seem to reduce the average amount of sedentary
time or increase the physical activity (Study V).

The burden of disease may be reduced by offering the SOASP as the
first-line treatment for patients with OA.

77



Acknowledgments

In particular, 1 want to thank all the people who have participated in the studies
included in this thesis, all those working with the BOA registry, all those sending
data to the registry, and all those working with the registry at Registercentrum Vast
in Gothenburg.

To my main supervisor and co-author, Associate Professor Eva Ekvall Hansson, PT,
Ph.D., who stepped in as my main supervisor at a short notice, thank you for always
being so optimistic, encouraging me, and believing in me.

To my co-supervisor and co-author, Professor Leif Dahlberg, MD, Ph.D.,

thank you for introducing me to research and broadening my perspective, for
believing in me, and supporting me in this journey. Without you, the journey would
probably not have been possible. Thank you for being so generous in sharing your
deep knowledge about OA and for all the discussions about OA and everything else.

To my co-supervisor and co-author, Andrea Dell’lsola, PT, Ph.D., thank you for
making the end of this journey so much more fun and for deepening my knowledge
about OA. Thank you for all the wonderful support, and the very quick responses to
all my questions.

To my original main supervisor and co-author, Associate Professor, Carina
Thorstensson, PT, Ph.D., thank you for helping me start the journey, for introducing
me to research, and helping me to understand critical thinking in science. | am so sad
that we were not able to finish this trip together.

To my original co-supervisor, Professor, Géran Garellick, MD, Ph.D., thank you for
introducing me to the registry world.

To my co-author, Associate Professor Frida Eek, PT, Ph.D., thank you for your
excellent advice about statistics, for the fastest answers in the world and for always
being so nice. Thank you for all support!

To my co-author, Associate Professor, Patrick Bergman, PT, Ph.D., thank you for
all your help with the analysis of the accelerometer data, which | could never have
managed by myself.

78



Thank you to my Ph.D. fellow, Kristin Gustafsson, PT, MSc. for making the end of
my journey so much more fun and for always being there ready for a couple of hours
of phone advice. Thank you for joining me on the trip to Toronto and for being a

lovely friend! | hope we will continue to work together to help our patients with OA.

Thank you to Anna-Clara Esbjdrnsson, PT, Ph.D., for sharing your knowledge
about research, collaboration, friendship, and for being a part of our running team.

Thank you to Maria Klassbo, PT, Ph.D., for sharing your knowledge about hip OA
and always standing with two feet on the floor, when the ground is unstable.

Thank you to Kristin Wetterling, PT., for sharing your knowledge about the
organization of health care in Sweden, for being such a funny person, and for giving
me a healthy perspective on life. | hope we will work together in the future!

Thank you to Johan Waldemarsson, for making my life on the 8" floor so much
more fun and for helping me with my English!

Thank you to Karin Akesson, PT, MSc. and Anita Olsson, PT., for the lovely
cooperation when working together as OA coordinators in Region Skane.

Thank you to my colleagues at the Orthopaedic Department at Skane University
Hospital for your encouragement, friendship, and for having the energy to listen to all
my opinions about everything - you are the best!

Thank you to my colleagues at the Orthopaedic Department at MdIndal University
Hospital, in particular, Mia and Frida who worked with me with the SOASP in
Maélndal and to Kajsa, Karin, and Karin in the pavilion for chatting and always
giving me knowledge about very important stuff.

Thank you to my parents Monica and Ola, for everything that you do for my family
and me. To my brother Mattias and his family Jenny, Harry and Alva, for being
there for all my family. Thank you to my parents-in-law, Karin and Bo, for constant
support both with our kids and with dinners.

Lastly, | want to thank the best boys in my life, my husband Anders for always
supporting everything I am doing, and my beautiful sons, Ludvig and Filip, for just
being yourselves and make my life so much better. I love you!

The work of the thesis was kindly supported by grants from Governmental Funding of Clinical
Research within the National Health Service, Academic of Caring Sciences, Skanes University
Hospital, and the Swedish Rheumatism Association in Gothenburg.

79



Reference

10.

80

Turkiewicz A, Petersson IF, Bjork J, Hawker G, Dahlberg LE, Lohmander LS,
et al. Current and future impact of osteoarthritis on health care: a population-
based study with projections to year 2032. Osteoarthritis and cartilage.
2014;22(11):1826-32.

Caspersen CJ, Powell KE, Christenson GM. Physical activity, exercise, and
physical fitness: definitions and distinctions for health-related research. Public
health reports (Washington, DC : 1974). 1985;100(2):126-31.

Jaeschke R, Singer J, Guyatt GH. Measurement of health status. Ascertaining
the minimal clinically important difference. Controlled clinical trials.
1989;10(4):407-15.

Pain terms: a list with definitions and notes on usage. Recommended by the
IASP Subcommittee on Taxonomy. Pain. 1979;6(3):249.

Therapeutic Patients Education Continuing Educating Programmes for Health
Care Providers in the Field of Prevention of Chronic Diseases. 1998.

Bandura A. Self-efficacy : the exercise of control. Basingstoke: W. H.
Freeman; 1997.

Brady T. Strategies to support self-management in osteoarthritis: five
categories of interventions, including education. Orthopedic nursing.
2012;31(2):124-30.

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. Lancet
(London, England). 2017;390(10100):1211-59.

Brandt KD, Radin EL, Dieppe PA, van de Putte L. Yet more evidence that
osteoarthritis is not a cartilage disease. Annals of the rheumatic diseases.
2006;65(10):1261-4.

Prieto-Alhambra D, Judge A, Javaid MK, Cooper C, Diez-Perez A, Arden NK.
Incidence and risk factors for clinically diagnosed knee, hip and hand
osteoarthritis: influences of age, gender and osteoarthritis affecting other joints.
Annals of the rheumatic diseases. 2014;73(9):1659-64.



11.

12.

13.

14,

15.

16.

17.

18.

19.

20.

21.

22.

Hunter DJ, McDougall JJ, Keefe FJ. The symptoms of osteoarthritis and the
genesis of pain. The Medical clinics of North America. 2009;93(1):83-100, xi.

International classification of functioning, disability and health (ICF). Geneva:
World Health Organization; 2001.

Bannuru RR, Osani MC, Vaysbrot EE, Arden NK, Bennell K, Bierma-Zeinstra
SMA, et al. OARSI guidelines for the non-surgical management of knee, hip,
and polyarticular osteoarthritis. Osteoarthritis and cartilage. 2019.

Fernandes L, Hagen KB, Bijlsma JW, Andreassen O, Christensen P, Conaghan
PG, et al. EULAR recommendations for the non-pharmacological core
management of hip and knee osteoarthritis. Annals of the rheumatic diseases.
2013;72(7):1125-35.

Kolasinski SL, Neogi T, Hochberg MC, Oatis C, Guyatt G, Block J, et al. 2019
American College of Rheumatology/Arthritis Foundation Guideline for the
Management of Osteoarthritis of the Hand, Hip, and Knee. Arthritis &
rheumatology (Hoboken, NJ). 2020.

Goh SL, Persson MSM, Stocks J, Hou Y, Welton NJ, Lin J, et al. 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 Med. 2019.

Larmer PJ, Reay ND, Aubert ER, Kersten P. Systematic review of guidelines
for the physical management of osteoarthritis. Arch Phys Med Rehabil.
2014;95(2):375-89.

Hagen KB, Smedslund G, Osteras N, Jamtvedt G. Quality of Community-
Based Osteoarthritis Care: A Systematic Review and Meta-Analysis. Arthritis
care & research. 2016;68(10):1443-52.

Kraus VB, Blanco FJ, Englund M, Karsdal MA, Lohmander LS. Call for
standardized definitions of osteoarthritis and risk stratification for clinical trials
and clinical use. Osteoarthritis and cartilage. 2015;23(8):1233-41.

Zhang Y, Jordan JM. Epidemiology of osteoarthritis. Rheumatic diseases
clinics of North America. 2008;34(3):515-29.

Silverwood V, Blagojevic-Bucknall M, Jinks C, Jordan JL, Protheroe J, Jordan
KP. Current evidence on risk factors for knee osteoarthritis in older adults: a
systematic review and meta-analysis. Osteoarthritis and cartilage.
2015;23(4):507-15.

Brouwer GM, van Tol AW, Bergink AP, Belo JN, Bernsen RM, Reijman M, et
al. Association between valgus and varus alignment and the development and
progression of radiographic osteoarthritis of the knee. Arthritis and rheumatism.
2007;56(4):1204-11.

81



23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

82

Runhaar J, van Middelkoop M, Reijman M, Vroegindeweij D, Oei EH, Bierma-
Zeinstra SM. Malalignment: a possible target for prevention of incident knee
osteoarthritis in overweight and obese women. Rheumatology (Oxford,
England). 2014;53(9):1618-24.

Saberi Hosnijeh F, Kavousi M, Boer CG, Uitterlinden AG, Hofman A, Reijman
M, et al. Development of a prediction model for future risk of radiographic hip
osteoarthritis. Osteoarthritis and cartilage. 2018;26(4):540-6.

Peffers MJ, Balaskas P, Smagul A. Osteoarthritis year in review 2017: genetics
and epigenetics. Osteoarthritis and cartilage. 2018;26(3):304-11.

Harris EC, Coggon D. HIP osteoarthritis and work. Best practice & research
Clinical rheumatology. 2015;29(3):462-82.

Ezzat AM, Li LC. Occupational physical loading tasks and knee osteoarthritis:
a review of the evidence. Physiotherapy Canada Physiotherapie Canada.
2014;66(1):91-107.

Vigdorchik JM, Nepple JJ, Eftekhary N, Leunig M, Clohisy JC. What Is the
Association of Elite Sporting Activities With the Development of Hip
Osteoarthritis? The American journal of sports medicine. 2017;45(4):961-4.

Driban JB, Hootman JM, Sitler MR, Harris KP, Cattano NM. Is Participation in
Certain Sports Associated With Knee Osteoarthritis? A Systematic Review.
Journal of athletic training. 2017;52(6):497-506.

Neogi T. The epidemiology and impact of pain in osteoarthritis. Osteoarthritis
and cartilage. 2013;21(9):1145-53.

Liu A, Kendzerska T, Stanaitis I, Hawker G. The relationship between knee
pain characteristics and symptom state acceptability in people with knee
osteoarthritis. Osteoarthritis and cartilage. 2014;22(2):178-83.

Woolhead G, Gooberman-Hill R, Dieppe P, Hawker G. Night pain in hip and
knee osteoarthritis: a focus group study. Arthritis care & research.
2010;62(7):944-9.

Wallis JA, Webster KE, Levinger P, Taylor NF. What proportion of people
with hip and knee osteoarthritis meet physical activity guidelines? A systematic
review and meta-analysis. Osteoarthritis and cartilage. 2013;21(11):1648-59.
Calders P, Van Ginckel A. Presence of comorbidities and prognosis of clinical
symptoms in knee and/or hip osteoarthritis: A systematic review and meta-
analysis. Seminars in arthritis and rheumatism. 2018;47(6):805-13.

Hall AJ, Stubbs B, Mamas MA, Myint PK, Smith TO. Association between
osteoarthritis and cardiovascular disease: Systematic review and meta-analysis.
European journal of preventive cardiology. 2016;23(9):938-46.

Wang H, Bai J, He B, Hu X, Liu D. Osteoarthritis and the risk of
cardiovascular disease: a meta-analysis of observational studies. Scientific
reports. 2016;6:39672.



37.

38.

39.

40.

41.

42,

43.

44,

45,

46.

47.

Veronese N, Cereda E, Maggi S, Luchini C, Solmi M, Smith T, et al.
Osteoarthritis and mortality: A prospective cohort study and systematic review
with meta-analysis. Seminars in arthritis and rheumatism. 2016;46(2):160-7.

Bierma-Zeinstra SMA, Waarsing JH. The role of atherosclerosis in
osteoarthritis. Best practice & research Clinical rheumatology. 2017;31(5):613-
33.

Hsu PS, Lin HH, Li CR, Chung WS. Increased risk of stroke in patients with
osteoarthritis: a population-based cohort study. Osteoarthritis and cartilage.
2017;25(7):1026-31.

Sakellariou G, Conaghan PG, Zhang W, Bijlsma JWJ, Boyesen P, D'Agostino
MA, et al. EULAR recommendations for the use of imaging in the clinical
management of peripheral joint osteoarthritis. Annals of the rheumatic diseases.
2017;76(9):1484-94.

Hannan MT, Felson DT, Pincus T. Analysis of the discordance between
radiographic changes and knee pain in osteoarthritis of the knee. The Journal of
rheumatology. 2000;27(6):1513-7.

Zhang W, Doherty M, Peat G, Bierma-Zeinstra SM, Arden NK, Bresnihan B, et
al. EULAR evidence based recommendations for the diagnosis of knee
osteoarthritis. Annals of the rheumatic diseases. 2009.

Altman R, Alarcon G, Appelrouth D, Bloch D, Borenstein D, Brandt K, et al.
The American College of Rheumatology criteria for the classification and
reporting of osteoarthritis of the hip. Arthritis and rheumatism. 1991;34(5):505-
14.

Altman R, Asch E, Bloch D, Bole G, Borenstein D, Brandt K, et al.
Development of criteria for the classification and reporting of osteoarthritis.
Classification of osteoarthritis of the knee. Diagnostic and Therapeutic Criteria
Committee of the American Rheumatism Association. Arthritis and
rheumatism. 1986;29(8):1039-49.

National Clinical Guideline C. National Institute for Health and Clinical
Excellence: Guidance. Osteoarthritis: Care and Management in Adults.
London: National Institute for Health and Care Excellence (UK). Copyright (c)
National Clinical Guideline Centre, 2014.; 2014.

Nationella riktlinjer for rorelseorganens sjukdomar 2012 [Elektroniska
resurser]: osteoporos, artros, inflammatorisk ryggsjukdom och ankyloserande
spondylit, psoriasisartrit och reumatoid artrit : stéd for styrning och ledning.
Stockholm: Socialstyrelsen; 2012.

National Collaborating Centre for Chronic C. National Institute for Health and
Clinical Excellence: Guidance. Osteoarthritis: National Clinical Guideline for
Care and Management in Adults. London: Royal College of Physicians (UK).
Royal College of Physicians of London.; 2008.

83



48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

84

Pereira D, Peleteiro B, Araujo J, Branco J, Santos RA, Ramos E. The effect of
osteoarthritis definition on prevalence and incidence estimates: a systematic
review. Osteoarthritis and cartilage. 2011;19(11):1270-85.

WHO Global recommendations on physical activity for health.
https://www.who.int/dietphysicalactivity/factsheet_recommendations/en/

Guthold R, Stevens GA, Riley LM, Bull FC. Worldwide trends in insufficient
physical activity from 2001 to 2016: a pooled analysis of 358 population-based
surveys with 1.9 million participants. The Lancet Global health.
2018;6(10):e1077-e86.

Hagstromer M, Oja P, Sjostrom M. Physical activity and inactivity in an adult
population assessed by accelerometry. Medicine and science in sports and
exercise. 2007;39(9):1502-8.

Ekelund U, Tarp J, Steene-Johannessen J, Hansen BH, Jefferis B, Fagerland
MW, et al. Dose-response associations between accelerometry measured
physical activity and sedentary time and all cause mortality: systematic review
and harmonised meta-analysis. BMJ (Clinical research ed). 2019;366:14570.

Nuesch E, Dieppe P, Reichenbach S, Williams S, Iff S, Juni P. All cause and
disease specific mortality in patients with knee or hip osteoarthritis: population
based cohort study. BMJ (Clinical research ed). 2011;342:d1165.

Veenhof C, Huisman PA, Barten JA, Takken T, Pisters MF. Factors associated
with physical activity in patients with osteoarthritis of the hip or knee: a
systematic review. Osteoarthritis and cartilage. 2012;20(1):6-12.

Kadam UT, Croft PR. Clinical comorbidity in osteoarthritis: associations with
physical function in older patients in family practice. The Journal of
rheumatology. 2007;34(9):1899-904.

Batsis JA, Germain CM, Vasquez E, Zbehlik AJ, Bartels SJ. Physical Activity
Predicts Higher Physical Function in Older Adults: The Osteoarthritis
Initiative. Journal of physical activity & health. 2016;13(1):6-16.

Socalstyrelsen. Nationella riktlinjer for réreseorganens sjukdomar-stod for
styrning och ledning (2012). www.socialstyrelsen.se.

French SD, Bennell KL, Nicolson PJ, Hodges PW, Dobson FL, Hinman RS.
What do people with knee or hip osteoarthritis need to know? An international
consensus list of essential statements for osteoarthritis. Arthritis care &
research. 2015;67(6):809-16.

Bruyere O, Cooper C, Pelletier JP, Branco J, Luisa Brandi M, Guillemin F, et
al. An algorithm recommendation for the management of knee osteoarthritis in
Europe and internationally: a report from a task force of the European Society
for Clinical and Economic Aspects of Osteoporosis and Osteoarthritis
(ESCEOQ). Seminars in arthritis and rheumatism. 2014;44(3):253-63.




60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

Gay C, Chabaud A, Guilley E, Coudeyre E. Educating patients about the
benefits of physical activity and exercise for their hip and knee osteoarthritis.
Systematic literature review. Annals of physical and rehabilitation medicine.
2016;59(3):174-83.

Fransen M, McConnell S, Harmer AR, Van der Esch M, Simic M, Bennell KL.
Exercise for osteoarthritis of the knee. The Cochrane database of systematic
reviews. 2015;1:CD004376.

Fransen M, McConnell S, Hernandez-Molina G, Reichenbach S. Exercise for
osteoarthritis of the hip. The Cochrane database of systematic reviews.
2014(4):Cd007912.

Skou ST, Pedersen BK, Abbott JH, Patterson B, Barton C. Physical Activity
and Exercise Therapy Benefit More Than Just Symptoms and Impairments in
People With Hip and Knee Osteoarthritis. The Journal of orthopaedic and
sports physical therapy. 2018;48(6):439-47.

Booth FW, Roberts CK, Laye MJ. Lack of exercise is a major cause of chronic
diseases. Comprehensive Physiology. 2012;2(2):1143-211.

Pedersen BK, Saltin B. Exercise as medicine - evidence for prescribing exercise
as therapy in 26 different chronic diseases. Scandinavian journal of medicine &
science in sports. 2015;25 Suppl 3:1-72.

Beckwee D, Vaes P, Cnhudde M, Swinnen E, Bautmans I. Osteoarthritis of the
knee: why does exercise work? A qualitative study of the literature. Ageing
research reviews. 2013;12(1):226-36.

Runhaar J, Luijsterburg P, Dekker J, Bierma-Zeinstra SM. ldentifying potential
working mechanisms behind the positive effects of exercise therapy on pain
and function in osteoarthritis; a systematic review. Osteoarthritis and cartilage.
2015;23(7):1071-82.

Hall M, Wrigley TV, Kasza J, Dobson F, Pua YH, Metcalf BR, et al. Cross-
sectional association between muscle strength and self-reported physical
function in 195 hip osteoarthritis patients. Seminars in arthritis and rheumatism.
2017;46(4):387-94.

Wellsandt E, Golightly Y. Exercise in the management of knee and hip
osteoarthritis. Current opinion in rheumatology. 2018;30(2):151-9.

Juhl C, Christensen R, Roos EM, Zhang W, Lund H. Impact of exercise type
and dose on pain and disability in knee osteoarthritis: a systematic review and
meta-regression analysis of randomized controlled trials. Arthritis &
rheumatology (Hoboken, NJ). 2014;66(3):622-36.

Bartels EM, Juhl CB, Christensen R, Hagen KB, Danneskiold-Samsoe B,
Dagfinrud H, et al. Aquatic exercise for the treatment of knee and hip
osteoarthritis. The Cochrane database of systematic reviews. 2016;3:Cd005523.

85



72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

86

Kuru Colak T, Kavlak B, Aydogdu O, Sahin E, Acar G, Demirbuken 1, et al.
The effects of therapeutic exercises on pain, muscle strength, functional
capacity, balance and hemodynamic parameters in knee osteoarthritis patients:
a randomized controlled study of supervised versus home exercises.
Rheumatology international. 2017;37(3):399-407.

McCarthy CJ, Mills PM, Pullen R, Roberts C, Silman A, Oldham JA.
Supplementing a home exercise programme with a class-based exercise
programme is more effective than home exercise alone in the treatment of knee
osteoarthritis. Rheumatology (Oxford, England). 2004;43(7):880-6.

Deyle GD, Allison SC, Matekel RL, Ryder MG, Stang JM, Gohdes DD, et al.
Physical therapy treatment effectiveness for osteoarthritis of the knee: a
randomized comparison of supervised clinical exercise and manual therapy
procedures versus a home exercise program. Phys Ther. 2005;85(12):1301-17.

Garber CE, Blissmer B, Deschenes MR, Franklin BA, Lamonte MJ, Lee IM, et
al. American College of Sports Medicine position stand. Quantity and quality
of exercise for developing and maintaining cardiorespiratory, musculoskeletal,
and neuromotor fitness in apparently healthy adults: guidance for prescribing
exercise. Medicine and science in sports and exercise. 2011;43(7):1334-59.

Moseng T, Dagfinrud H, Smedslund G, Osteras N. The importance of dose in
land-based supervised exercise for people with hip osteoarthritis. A systematic
review and meta-analysis. Osteoarthritis and cartilage. 2017;25(10):1563-76.

Pisters MF, Veenhof C, Schellevis FG, Twisk JW, Dekker J, De Bakker DH.
Exercise adherence improving long-term patient outcome in patients with
osteoarthritis of the hip and/or knee. Arthritis care & research.
2010;62(8):1087-94.

Bove AM, Smith KJ, Bise CG, Fritz JM, Childs JD, Brennan GP, et al.
Exercise, Manual Therapy, and Booster Sessions in Knee Osteoarthritis: Cost-
Effectiveness Analysis From a Multicenter Randomized Controlled Trial.
Physical therapy. 2018;98(1):16-27.

Nelligan RK, Hinman RS, Atkins L, Bennell KL. A Short Message Service
Intervention to Support Adherence to Home-Based Strengthening Exercise for
People With Knee Osteoarthritis: Intervention Design Applying the Behavior
Change Wheel. JMIR mHealth and uHealth. 2019;7(10):e14619.

Pisters MF, Veenhof C, van Meeteren NL, Ostelo RW, de Bakker DH,
Schellevis FG, et al. Long-term effectiveness of exercise therapy in patients
with osteoarthritis of the hip or knee: a systematic review. Arthritis and
rheumatism. 2007;57(7):1245-53.

Kulkarni K, Karssiens T, Kumar V, Pandit H. Obesity and osteoarthritis.
Maturitas. 2016;89:22-8.



82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

Hall M, Castelein B, Wittoek R, Calders P, Van Ginckel A. Diet-induced
weight loss alone or combined with exercise in overweight or obese people
with knee osteoarthritis: A systematic review and meta-analysis. Seminars in
arthritis and rheumatism. 2019;48(5):765-77.

Christensen R, Bartels EM, Astrup A, Bliddal H. Effect of weight reduction in
obese patients diagnosed with knee osteoarthritis: a systematic review and
meta-analysis. Annals of the rheumatic diseases. 2007;66(4):433-9.

Messier SP, Loeser RF, Miller GD, Morgan TM, Rejeski WJ, Sevick MA, et al.
Exercise and dietary weight loss in overweight and obese older adults with
knee osteoarthritis: the Arthritis, Diet, and Activity Promotion Trial. Arthritis
and rheumatism. 2004;50(5):1501-10.

Felson DT, Zhang Y, Anthony JM, Naimark A, Anderson JJ. Weight loss
reduces the risk for symptomatic knee osteoarthritis in women. The
Framingham Study. Annals of internal medicine. 1992;116(7):535-9.

Xu Q, Chen B, Wang Y, Wang X, Han D, Ding D, et al. The Effectiveness of
Manual Therapy for Relieving Pain, Stiffness, and Dysfunction in Knee
Osteoarthritis: A Systematic Review and Meta-Analysis. Pain physician.
2017;20(4):229-43.

Poulsen E, Hartvigsen J, Christensen HW, Roos EM, Vach W, Overgaard S.
Patient education with or without manual therapy compared to a control group
in patients with osteoarthritis of the hip. A proof-of-principle three-arm parallel
group randomized clinical trial. Osteoarthritis and cartilage. 2013;21(10):1494-
503.

Manheimer E, Cheng K, Wieland LS, Shen X, Lao L, Guo M, et al.
Acupuncture for hip osteoarthritis. The Cochrane database of systematic
reviews. 2018;5:Cd013010.

Vickers AJ, Vertosick EA, Lewith G, MacPherson H, Foster NE, Sherman KJ,
et al. Acupuncture for Chronic Pain: Update of an Individual Patient Data
Meta-Analysis. The journal of pain : official journal of the American Pain
Society. 2018;19(5):455-74.

Jinks C, Ong BN, Richardson J. A mixed methods study to investigate needs
assessment for knee pain and disability: population and individual perspectives.
BMC musculoskeletal disorders. 2007;8:59.

Fang MA, Heiney C, Yentes JM, Harada ND, Masih S, Perell-Gerson KL.
Clinical and spatiotemporal gait effects of canes in hip osteoarthritis. PM & R :
the journal of injury, function, and rehabilitation. 2012;4(1):30-6.

Jones A, Silva PG, Silva AC, Colucci M, Tuffanin A, Jardim JR, et al. Impact
of cane use on pain, function, general health and energy expenditure during gait
in patients with knee osteoarthritis: a randomised controlled trial. Annals of the
rheumatic diseases. 2012;71(2):172-9.

87



93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

88

Higashi H, Barendregt JJ. Cost-effectiveness of total hip and knee replacements
for the Australian population with osteoarthritis: discrete-event simulation
model. PloS one. 2011;6(9):e25403.

Snijders GF, den Broeder AA, van Riel PL, Straten VH, de Man FH, van den
Hoogen FH, et al. Evidence-based tailored conservative treatment of knee and
hip osteoarthritis: between knowing and doing. Scand J Rheumatol.
2011;40(3):225-31.

Egerton T, Diamond LE, Buchbinder R, Bennell KL, Slade SC. A systematic
review and evidence synthesis of qualitative studies to identify primary care
clinicians' barriers and enablers to the management of osteoarthritis.
Osteoarthritis and cartilage. 2017;25(5):625-38.

Thorstensson CA, Garellick G, Rystedt H, Dahlberg LE. Better Management of
Patients with Osteoarthritis: Development and Nationwide Implementation of
an Evidence-Based Supported Osteoarthritis Self-Management Programme.
Musculoskeletal Care. 2014.

Jonsson T, Eek F, Dell'lsola A, Dahlberg LE, Ekvall Hansson E. The Better
Management of Patients with Osteoarthritis Program: Outcomes after evidence-
based education and exercise delivered nationwide in Sweden. PloS one.
2019;14(9):e0222657.

Prochaska JO, Velicer WF. The transtheoretical model of health behavior
change. Am J Health Promot. 1997;12(1):38-48.

Deci EL, Eghrari H, Patrick BC, Leone DR. Facilitating internalization: the
self-determination theory perspective. Journal of personality. 1994;62(1):119-
42,

Thomee R. A comprehensive treatment approach for patellofemoral pain
syndrome in young women. Physical therapy. 1997;77(12):1690-703.

Allen KD, Choong PF, Davis AM, Dowsey MM, Dziedzic KS, Emery C, et al.
Osteoarthritis: Models for appropriate care across the disease continuum. Best
practice & research Clinical rheumatology. 2016;30(3):503-35.

MacLaren J, Lorig K. Osteoarthritis: management requires sound patient
teaching. The Journal of practical nursing. 1981;31(7):17-21.

Lorig KR. Arthritis self-management: a patient education program.
Rehabilitation nursing : the official journal of the Association of Rehabilitation
Nurses. 1982;7(4):16-20.

Lorig K, Laurin J, Holman HR. Arthritis self-management: a study of the
effectiveness of patient education for the elderly. The Gerontologist.
1984;24(5):455-7.

Klassho M, Larsson G, Harms-Ringdahl K. Promising outcome of a hip school
for patients with hip dysfunction. Arthritis and rheumatism. 2003;49(3):321-7.



106.

107.

108.

100.

110.

111.

112.

113.

114.

115.

116.

Hansson EE, Jonsson-Lundgren M, Ronnheden AM, Sorensson E, Bjarnung A,
Dahlberg LE. Effect of an education programme for patients with osteoarthritis
in primary care--a randomized controlled trial. BMC musculoskeletal disorders.
2010;11:244.

Yip YB, Sit JW, Fung KK, Wong DY, Chong SY, Chung LH, et al. Effects of a
self-management arthritis programme with an added exercise component for
osteoarthritic knee: randomized controlled trial. J Adv Nurs. 2007;59(1):20-8.

Yip YB, Sit JW, Wong DY, Chong SY, Chung LH. A 1-year follow-up of an
experimental study of a self-management arthritis programme with an added
exercise component of clients with osteoarthritis of the knee. Psychol Health
Med. 2008;13(4):402-14.

Fernandes L, Storheim K, Sandvik L, Nordsletten L, Risberg MA. Efficacy of
patient education and supervised exercise vs patient education alone in patients
with hip osteoarthritis: a single blind randomized clinical trial. Osteoarthritis
and cartilage. 2010;18(10):1237-43.

Svege I, Nordsletten L, Fernandes L, Risberg MA. Exercise therapy may
postpone total hip replacement surgery in patients with hip osteoarthritis: a
long-term follow-up of a randomised trial. Annals of the rheumatic diseases.
2015;74(1):164-9.

Coleman S, Briffa NK, Carroll G, Inderjeeth C, Cook N, McQuade J. A
randomised controlled trial of a self-management education program for
osteoarthritis of the knee delivered by health care professionals. Arthritis
research & therapy. 2012;14(1):R21.

Yip YB, Sit JW, Fung KK, Wong DY, Chong SY, Chung LH, et al. Impact of
an Arthritis Self-Management Programme with an added exercise component
for osteoarthritic knee sufferers on improving pain, functional outcomes, and
use of health care services: An experimental study. Patient Educ Couns.
2007;65(1):113-21.

Hurley MV, Walsh NE, Mitchell HL, Pimm TJ, Patel A, Williamson E, et al.
Clinical effectiveness of a rehabilitation program integrating exercise, self-
management, and active coping strategies for chronic knee pain: a cluster
randomized trial. Arthritis and rheumatism. 2007;57(7):1211-9.

Skou ST, Roos EM, Laursen MB, Rathleff MS, Arendt-Nielsen L, Simonsen O,

et al. A Randomized, Controlled Trial of Total Knee Replacement. N Engl J
Med. 2015;373(17):1597-606.

Skou ST, Roos EM, Laursen MB, Rathleff MS, Arendt-Nielsen L, Rasmussen
S, et al. Total knee replacement and non-surgical treatment of knee
osteoarthritis: 2-year outcome from two parallel randomized controlled trials.
Osteoarthritis and cartilage. 2018;26(9):1170-80.

Fernandes L, Storheim K, Nordsletten L, Risberg MA. Development of a
therapeutic exercise program for patients with osteoarthritis of the hip. Physical
therapy. 2010;90(4):592-601.

89



117.
118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

90

Wetterling K, Muller J. BOA-registrets arsrapport 2016. 2017.

Skou ST, Roos EM. Good Life with osteoArthritis in Denmark (GLA:D):
evidence-based education and supervised neuromuscular exercise delivered by
certified physiotherapists nationwide. BMC musculoskeletal disorders.
2017;18(1):72.

Risberg M, Tryggestad C, Nordsletten L, Engebretsen L, Holm I. Active living
with osteoarthritis implementation of evidence-based guidelines as first-line
treatment for patients with knee and hip osteoarthritis. Osteoarthritis and
cartilage. 2018;26:S34.

Dahlberg LE, Grahn D, Dahlberg JE, Thorstensson CA. A Web-Based Platform
for Patients With Osteoarthritis of the Hip and Knee: A Pilot Study. JIMIR Res
Protoc. 2016;5(2):e115.

Dobson F, Hinman RS, Roos EM, Abbott JH, Stratford P, Davis AM, et al.
OARSI recommended performance-based tests to assess physical function in
people diagnosed with hip or knee osteoarthritis. Osteoarthritis and cartilage.
2013;21(8):1042-52.

Rolfson O, Wissig S, van Maasakkers L, Stowell C, Ackerman I, Ayers D, et
al. Defining an International Standard Set of Outcome Measures for Patients
With Hip or Knee Osteoarthritis: Consensus of the International Consortium for
Health Outcomes Measurement Hip and Knee Osteoarthritis Working Group.
Arthritis care & research. 2016;68(11):1631-9.

Davis AM, Perruccio AV, Canizares M, Tennant A, Hawker GA, Conaghan
PG, et al. The development of a short measure of physical function for hip OA
HOOS-Physical Function Shortform (HOOS-PS): an OARSI/OMERACT
initiative. Osteoarthritis and cartilage. 2008;16(5):551-9.

Bellamy N, Buchanan WW, Goldsmith CH, Campbell J, Stitt LW. Validation
study of WOMAC: a health status instrument for measuring clinically
important patient relevant outcomes to antirheumatic drug therapy in patients
with osteoarthritis of the hip or knee. The Journal of rheumatology.
1988;15(12):1833-40.

Roos EM, Roos HP, Lohmander LS, Ekdahl C, Beynnon BD. Knee Injury and
Osteoarthritis Outcome Score (KOOS)--development of a self-administered
outcome measure. The Journal of orthopaedic and sports physical therapy.
1998;28(2):88-96.

Nilsdotter AK, Lohmander LS, Klassbo M, Roos EM. Hip disability and
osteoarthritis outcome score (HOOS)--validity and responsiveness in total hip
replacement. BMC musculoskeletal disorders. 2003;4:10.

Hjermstad MJ, Fayers PM, Haugen DF, Caraceni A, Hanks GW, Loge JH, et
al. Studies comparing Numerical Rating Scales, Verbal Rating Scales, and
Visual Analogue Scales for assessment of pain intensity in adults: a systematic
literature review. Journal of pain and symptom management. 2011;41(6):1073-
93.



128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

EuroQol--a new facility for the measurement of health-related quality of life.
Health policy (Amsterdam, Netherlands). 1990;16(3):199-208.

Obradovic M, Lal A, Liedgens H. Validity and responsiveness of EuroQol-5
dimension (EQ-5D) versus Short Form-6 dimension (SF-6D) questionnaire in
chronic pain. Health and quality of life outcomes. 2013;11:110.

Sylvia LG, Bernstein EE, Hubbard JL, Keating L, Anderson EJ. Practical guide
to measuring physical activity. Journal of the Academy of Nutrition and
Dietetics. 2014;114(2):199-208.

Haskell WL. Physical activity by self-report: a brief history and future issues.
Journal of physical activity & health. 2012;9 Suppl 1:S5-10.

Castillo-Retamal M, Hinckson EA. Measuring physical activity and sedentary
behaviour at work: a review. Work (Reading, Mass). 2011;40(4):345-57.

Smith RD, Dziedzic KS, Quicke JG, Holden MA, McHugh GA, Healey EL.
Identification and Evaluation of Self-Report Physical Activity Instruments in
Adults With Osteoarthritis: A Systematic Review. Arthritis care & research.
2019;71(2):237-51.

Olsson SJ, Ekblom O, Andersson E, Borjesson M, Kallings LV. Categorical
answer modes provide superior validity to open answers when asking for level
of physical activity: A cross-sectional study. Scandinavian journal of public
health. 2016;44(1):70-6.

Welk GJ, Schaben JA, Morrow JR, Jr. Reliability of accelerometry-based
activity monitors: a generalizability study. Medicine and science in sports and
exercise. 2004;36(9):1637-45.

Brage S, Wedderkopp N, Franks PW, Andersen LB, Froberg K. Reexamination
of validity and reliability of the CSA monitor in walking and running. Medicine
and science in sports and exercise. 2003;35(8):1447-54.

Matthews CE, Ainsworth BE, Thompson RW, Bassett DR, Jr. Sources of
variance in daily physical activity levels as measured by an accelerometer.
Medicine and science in sports and exercise. 2002;34(8):1376-81.

Liu SH, Driban JB, Eaton CB, McAlindon TE, Harrold LR, Lapane KL.
Objectively Measured Physical Activity and Symptoms Change in Knee
Osteoarthritis. Am J Med. 2016;129(5):497-505.e1.

Liu SH, Eaton CB, Driban JB, McAlindon TE, Lapane KL. Comparison of self-
report and objective measures of physical activity in US adults with
osteoarthritis. Rheumatology international. 2016;36(10):1355-64.

Vet HCWd, Terwee CB, Mokkink LB, Knol DL. Measurement in medicine : a
practical guide. Cambridge ;: Cambridge University Press; 2011.

Lenhard W LA. Calculation of Effect sizes. 2016.
https://www.psychometrica.de/effect_size.html

91



142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

92

Cohen J. Statistical power analysis for the behavioral sciences. Hillsdale: L.
Erlbaum Associates; 1988.

Kim JK, Park ES. Comparative responsiveness and minimal clinically
important differences for idiopathic ulnar impaction syndrome. Clinical
orthopaedics and related research. 2013;471(5):1406-11.

Bellamy N, Carette S, Ford PM, Kean WF, le Riche NG, Lussier A, et al.
Osteoarthritis antirheumatic drug trials. 111. Setting the delta for clinical trials--
results of a consensus development (Delphi) exercise. The Journal of
rheumatology. 1992;19(3):451-7.

Copay AG, Eyberg B, Chung AS, Zurcher KS, Chutkan N, Spangehl MJ.
Minimum Clinically Important Difference: Current Trends in the Orthopaedic
Literature, Part I1: Lower Extremity: A Systematic Review. JBJS reviews.
2018;6(9):e2.

Charnley J. The long-term results of low-friction arthroplasty of the hip
performed as a primary intervention. J Bone Joint Surg Br. 1972;54(1):61-76.

Thong ISK, Jensen MP, Miro J, Tan G. The validity of pain intensity measures:
what do the NRS, VAS, VRS, and FPS-R measure? Scand J Pain.
2018;18(1):99-107.

Hartrick CT, Kovan JP, Shapiro S. The numeric rating scale for clinical pain
measurement: a ratio measure? Pain Pract. 2003;3(4):310-6.

Price DD, McGrath PA, Rafii A, Buckingham B. The validation of visual
analogue scales as ratio scale measures for chronic and experimental pain. Pain.
1983;17(1):45-56.

Farr JN, Going SB, Lohman TG, Rankin L, Kasle S, Cornett M, et al. Physical
activity levels in patients with early knee osteoarthritis measured by
accelerometry. Arthritis and rheumatism. 2008;59(9):1229-36.

Hendelman D, Miller K, Baggett C, Debold E, Freedson P. Validity of
accelerometry for the assessment of moderate intensity physical activity in the
field. Medicine and science in sports and exercise. 2000;32(9 Suppl):S442-9.

Trost SG, Loprinzi PD, Moore R, Pfeiffer KA. Comparison of accelerometer
cut points for predicting activity intensity in youth. Medicine and science in
sports and exercise. 2011;43(7):1360-8.

Freedson PS, Melanson E, Sirard J. Calibration of the Computer Science and
Applications, Inc. accelerometer. Medicine and science in sports and exercise.
1998;30(5):777-81.

Dolan P. Modeling valuations for EuroQol health states. Medical care.
1997;35(11):1095-108.

Devlin NJ, Brooks R. EQ-5D and the EuroQol Group: Past, Present and Future.
Applied health economics and health policy. 2017;15(2):127-37.



156.

157.

158.

159.

160.

161.

162.

163.

164.

165.

166.

167.

Janssen MF, Birnie E, Bonsel GJ. Quantification of the level descriptors for the
standard EQ-5D three-level system and a five-level version according to two
methods. Quality of life research : an international journal of quality of life
aspects of treatment, care and rehabilitation. 2008;17(3):463-73.

Pickard AS, De Leon MC, Kohlmann T, Cella D, Rosenbloom S. Psychometric
comparison of the standard EQ-5D to a 5 level version in cancer patients.
Medical care. 2007;45(3):259-63.

Janssen MF, Birnie E, Haagsma JA, Bonsel GJ. Comparing the standard EQ-
5D three-level system with a five-level version. Value in health : the journal of
the International Society for Pharmacoeconomics and Outcomes Research.
2008;11(2):275-84.

Herdman M, Gudex C, Lloyd A, Janssen M, Kind P, Parkin D, et al.
Development and preliminary testing of the new five-level version of EQ-5D
(EQ-5D-5L). Quality of life research : an international journal of quality of life
aspects of treatment, care and rehabilitation. 2011;20(10):1727-36.

Lorig K, Chastain RL, Ung E, Shoor S, Holman HR. Development and
evaluation of a scale to measure perceived self-efficacy in people with arthritis.
Arthritis and rheumatism. 1989;32(1):37-44.

Brand E, Nyland J, Henzman C, McGinnis M. Arthritis self-efficacy scale
scores in knee osteoarthritis: a systematic review and meta-analysis comparing
arthritis self-management education with or without exercise. The Journal of
orthopaedic and sports physical therapy. 2013;43(12):895-910.

Lomi C, Nordholm LA. Validation of a Swedish version of the Arthritis Self-
efficacy Scale. Scand J Rheumatol. 1992;21(5):231-7.

Textor J, van der Zander B, Gilthorpe MS, Liskiewicz M, Ellison GT. Robust
causal inference using directed acyclic graphs: the R package 'dagitty'.
International journal of epidemiology. 2016;45(6):1887-94.

Salaffi F, Stancati A, Silvestri CA, Ciapetti A, Grassi W. Minimal clinically
important changes in chronic musculoskeletal pain intensity measured on a
numerical rating scale. Eur J Pain. 2004;8(4):283-91.

Olsen MF, Bjerre E, Hansen MD, Hilden J, Landler NE, Tendal B, et al. Pain
relief that matters to patients: systematic review of empirical studies assessing
the minimum clinically important difference in acute pain. BMC Med.
2017;15(1):35.

WHO Guidelines Approved by the Guidelines Review Committee. Global
Recommendations on Physical Activity for Health. Geneva: World Health
Organization. Copyright (c) World Health Organization 2010.; 2010.

Englund M, Roos EM, Lohmander LS. Impact of type of meniscal tear on
radiographic and symptomatic knee osteoarthritis: a sixteen-year followup of
meniscectomy with matched controls. Arthritis and rheumatism.
2003;48(8):2178-87.

93



168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

179.

94

Coretti S, Ruggeri M, McNamee P. The minimum clinically important
difference for EQ-5D index: a critical review. Expert review of
pharmacoeconomics & outcomes research. 2014;14(2):221-33.

Hansson E, Hansson T, Jonsson R. Predictors for work ability and disability in
men and women with low-back or neck problems. European spine journal :
official publication of the European Spine Society, the European Spinal
Deformity Society, and the European Section of the Cervical Spine Research
Society. 2006;15(6):780-93.

Perruccio AV, Stefan Lohmander L, Canizares M, Tennant A, Hawker GA,
Conaghan PG, et al. The development of a short measure of physical function
for knee OA KOOS-Physical Function Shortform (KOOS-PS) - an
OARSI/OMERACT initiative. Osteoarthritis and cartilage. 2008;16(5):542-50.

Nero H, Dahlberg J, Dahlberg LE. A 6-Week Web-Based Osteoarthritis
Treatment Program: Observational Quasi-Experimental Study. Journal of
medical Internet research. 2017;19(12):e422.

Petursdottir U, Arnadottir SA, Halldorsdottir S. Facilitators and barriers to
exercising among people with osteoarthritis: a phenomenological study.
Physical therapy. 2010;90(7):1014-25.

Kanavaki AM, Rushton A, Efstathiou N, Alrushud A, Klocke R, Abhishek A,
et al. Barriers and facilitators of physical activity in knee and hip osteoarthritis:
a systematic review of qualitative evidence. BMJ open. 2017;7(12):e017042.

Petursdottir U, Arnadottir SA, Halldorsdottir S. Facilitators and Barriers to
Exercising Among People With Osteoarthritis: A Phenomenological Study.
Physical Therapy. 2010;90(7):1014-25.

Alexanders J, Anderson A, Henderson S. Musculoskeletal physiotherapists' use
of psychological interventions: a systematic review of therapists' perceptions
and practice. Physiotherapy. 2015;101(2):95-102.

Dabare C, Le Marshall K, Leung A, Page CJ, Choong PF, Lim KK. Differences
in presentation, progression and rates of arthroplasty between hip and knee
osteoarthritis: Observations from an osteoarthritis cohort study-a clear role for
conservative management. International journal of rheumatic diseases.
2017;20(10):1350-60.

Wellsandt E, Golightly Y. Exercise in the management of knee and hip
osteoarthritis. Current Opin Rheumatol. 2018;30(2):151-9.

Ernstgard A, PirouziFard M, Thorstensson CA. Health enhancing physical
activity in patients with hip or knee osteoarthritis - an observational
intervention study. BMC musculoskeletal disorders. 2017;18(1):42.

Kilinc H, Karahan S, Atilla B, Kinikli GI. Can Fear of Movement, Depression
and Functional Performance be a Predictor of Physical Activity Level in
Patients With Knee Osteoarthritis? Archives of rheumatology. 2019;34(3):274-
80.



180.

181.

182.

183.

184.

185.

186.

187.

188.

189.

Arnold JB, Walters JL, Ferrar KE. Does Physical Activity Increase After Total
Hip or Knee Arthroplasty for Osteoarthritis? A Systematic Review. The Journal
of orthopaedic and sports physical therapy. 2016;46(6):431-42.

Elwyn G, Frosch DL, Kobrin S. Implementing shared decision-making:
consider all the consequences. Implementation science : IS. 2016;11:114.

Teoh LSG, Eyles JP, Makovey J, Williams M, Kwoh CK, Hunter DJ.
Observational study of the impact of an individualized multidisciplinary
chronic care program for hip and knee osteoarthritis treatment on willingness
for surgery. International journal of rheumatic diseases. 2017;20(10):1383-92.

Cronstrom A, Nero H, Dahlberg LE. Factors associated with patients'
willingness to consider joint surgery after completion of a digital osteoarthritis
treatment program: A prospective cohort study. Arthritis care & research. 2018.

Chapple CM, Nicholson H, Baxter GD, Abbott JH. Patient characteristics that
predict progression of knee osteoarthritis: a systematic review of prognostic
studies. Arthritis care & research. 2011;63(8):1115-25.

Paradowski PT, Englund M, Lohmander LS, Roos EM. The effect of patient
characteristics on variability in pain and function over two years in early knee
osteoarthritis. Health and quality of life outcomes. 2005;3:59.

Thygesen LC, Ersboll AK. When the entire population is the sample: strengths
and limitations in register-based epidemiology. European journal of
epidemiology. 2014;29(8):551-8.

Cronstrom A, Dahlberg LE, Nero H, Ericson J, Hammarlund CS. 'l would
never have done it if it hadn't been digital": a qualitative study on patients'
experiences of a digital management programme for hip and knee osteoarthritis
in Sweden. BMJ open. 2019;9(5):e028388.

Pham T, van der Heijde D, Altman RD, Anderson JJ, Bellamy N, Hochberg M,
et al. OMERACT-OARSI initiative: Osteoarthritis Research Society
International set of responder criteria for osteoarthritis clinical trials revisited.
Osteoarthritis and cartilage. 2004;12(5):389-99.

Bennell KL, Egerton T, Martin J, Abbott JH, Metcalf B, McManus F, et al.
Effect of physical therapy on pain and function in patients with hip
osteoarthritis: a randomized clinical trial. Jama. 2014;311(19):1987-97.

95



	Abstract
	Svensk sammanfattning
	Thesis at a glance
	Abbreviations
	Definitions
	List of papers
	Introduction
	Osteoarthritis
	Definition
	Risk factors for OA
	Symptoms and disabilities
	Diagnosis of OA
	Incidence and prevalence of OA
	Physical activity

	Treatments for OA
	First-line treatment
	Patient education
	Exercise
	Weight control

	Additional treatments
	Pharmacological pain relief
	Passive treatments and aids
	Surgery


	The Better Management of Patients with Osteoarthritis
	1. Education of physiotherapists and occupational therapists
	2. The Supported Osteoarthritis Self-Management Program.
	3. The BOA registry

	Clinical assessment and outcome measures
	Baseline characteristics
	Disease-specific outcome measures
	Generic health-related quality of life
	Performance-based outcome measures
	Physical activity

	Interpretability of outcome measures
	Effect size
	Minimal clinically important difference


	Rationale
	Aims
	Overall aim
	Specific aims

	Methods
	Study design
	Intervention
	Setting and recruitment
	Flowchart for Studies I-IV

	Assessments and outcome measures
	Outcome measures
	Comorbidity
	Pain intensity
	Pain frequency
	OA medication
	Physical activity
	Health-related quality of life
	Self-efficacy
	Fear of movement
	Willingness to undergo surgery
	Walking difficulties
	Sick leave

	Statistical methods
	Study I
	Study II
	Study III
	Responders
	Individual factors

	Study IV
	Sample size


	Ethics
	Ethical approval
	Ethical consideration

	Results
	Participants in Studies I-IV
	Study I
	Study II
	Study III
	Study IV

	General discussion
	Our results in comparison with other studies
	Results from the 3-month follow-up were not maintained at the 12-month follow-up
	Patients with knee OA achieve better results than patients with hip OA
	No difference between home-based and supervised exercise
	Despite decreased OA symptoms, the level of physical activity was unchanged
	Factors associated with response
	Strengths
	Limitations

	Future perspectives
	Conclusions
	Acknowledgments
	Reference

