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ABSTRACT

Portegijs, Erja

Asymmetrical lower-limb muscle strength deficit in older people
Jyvaskyla: University of Jyvaskyld, 2008, 105 p.

(Studies in Sport, Physical Education and Health

ISSN 0356-1070; 129)

ISBN 978-951-39-3292-3 (PDF), 978-951-39-3259-6 (nid.)

Finnish summary

Diss.

The aim was to study causes and consequences of asymmetrical strength deficit,
i.e. difference in muscle strength between the lower-limbs, and the effects of
progressive resistance training in clinical and non-clinical populations of older
people.

Data of three larger studies were used. Healthy 63-75-year-old women
(n=403-419), 73-96-year-old women 1-13 weeks after hip fracture (n=43), and 60-
85-year-old men and women %-7 years after hip fracture (n=79) were studied. A
randomized controlled trial of strength-power training aiming to reduce the
lower-limb side-to-side difference was performed (n=46). Leg extension power,
isometric knee extension torque, rate of force development, walking and stair
climbing speed, balance, lower-limb pain, and lower-limb disease and injury
burden were assessed. Injurious falls were followed-up for 1 year.

In healthy women, the side-to-side difference in lower-limb power was on
average 15%. After hip fracture, the fractured limb was significantly weaker
than the non-fractured limb. A large side-to-side difference in power was
associated with mobility and balance limitations in healthy older women and
women with a recent hip fracture. In the first 3 months, the improvement in
power of the fractured limb correlated with improved mobility function. Years
after the fracture, half of the patients had a consistent strength deficit on the
fractured side. Pain, and disease and injury burden affecting the non-fractured
lower-limb reduced the side-to-side difference, resulting in poor strength in
both lower-limbs. The training was feasible and improved muscle strength,
especially in the weaker lower-limb. The side-to-side difference, mobility and
balance were not clearly affected, but perceived difficulty in outdoor mobility
and daily activities decreased.

The study stresses the importance of regaining muscle strength after
lower-limb injury such as hip fracture. In addition to poor strength, a
considerable side-to-side strength difference compromises mobility and balance
in older people. To prevent mobility limitation and falls, multi-component
rehabilitation programs including progressive resistance training should be
studied.

Key words: muscle force, muscle power, leg, asymmetry, mobility limitation,
pain, hip fracture, rehabilitation
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1 INTRODUCTION

Poor muscle force in the lower-limbs is an acknowledged risk factor for
limitations in mobility and balance (Skelton et al. 1994, Rantanen et al. 1994,
Rantanen 1998a, Izquierdo et al. 1999, Rantanen et al. 2001, Lauretani et al.
2003), falls (Skelton et al. 2002), and loss of independence (Rantanen et al. 2002,)
in older people. Many daily tasks, such as climbing stairs, rising from a chair,
and preventing a fall after a trip, require the ability to produce force quickly,
and therefore muscle power (the product of force and velocity) may be even
more important for mobility function than muscle force alone (Skelton et al.
1994, 1zquierdo et al. 1999, Foldvari et al. 2000, Bean et al. 2002, Bean et al. 2003).
Muscle strength, or more specifically muscle force and power, decreases with
age (Bassey & Short 1990, Skelton et al. 1994, Rantanen et al. 1998b, Frontera et
al. 2000, Hughes et al. 2001). The reduction in muscle power is larger since both
force and velocity decrease with age (Skelton et al. 1994). Muscle strength is
strongly affected by muscle use (Rantanen et al. 1997b, Rantanen et al. 1999b,
Hunter et al. 2000). The presence of pain, diseases and injury may also reduce
muscle strength (Rantanen et al. 1999b, Lamb et al. 2000, Leveille et al. 2001,
Herrick 2004). The effects of pain, certain diseases and injury on muscle
strength may, however, be local. For example pain (Wilgen et al. 2003),
osteoarthritis (Robertson et al. 1998, Sicard-Rosenbaum et al. 2002, Mizner et al.
2003) or hip fracture (Lamb et al. 1995, Sherrington et al. 1998, Madsen et al.
2000) may affect only one lower-limb and thus reduce lower-limb muscle
strength on that side especially, potentially causing a large side-to-side strength
difference.

The implications of a large side-to-side strength difference in the lower-
limbs have not been studied extensively. A case-control study, comparing
relatively healthy women with frequent falls to age-matched non-falling control
subjects, showed that the fallers had poorer muscle force and power (Skelton et
al. 2002). Additionally, the frequent fallers had a significantly larger side-to-side
difference in lower-limb power (Skelton et al. 2002). These results suggest that
side-to-side differences in lower-limb power may be among the key risk factors
for falls. However, it is unknown to what extent such a side-to-side difference
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exists in populations of older people and what the consequences of the
difference are. Potentially, limitations in mobility and balance may be the result
of a large side-to-side strength difference in the lower-limbs.

Hip fracture patients are likely to have poor muscle strength in the lower-
limbs, especially on the fractured side (Lamb et al. 1995, Madsen et al. 1995,
Madsen et al. 2000). In Finland, a country with 5.3 million people, the annual
hip fracture incidence was approximately 400 per 100 000 persons aged 50 or
above between the years 1997 and 2004 (Kannus et al. 2006b). The annual
number of hip fractures at the end of this period was approximately 7 000. A
hip fracture, a fracture of the proximal femur, is a major trauma in older people
and 20-30% of the patients die within one year (Keene et al. 1993, Roche et al.
2005, Hawkes et al. 2006). Men have a higher mortality rate than women, but
men and women surviving the hip fracture do have a similar rate of recovery in
mobility function and activities of daily living (ADL; Hawkes et al. 2006).

Less than half of the hip fracture patients surviving return to their pre-
fracture level of functioning within two years (Magaziner et al. 2000). Therefore,
hip fracture patients have more ADL and mobility-related disabilities than
older people without a hip fracture (Norton et al. 2000, Kirke et al. 2002,
Magaziner et al. 2003). Poor muscle strength is likely one of the key factors in
the development of mobility limitations and mobility-related disability
(Sherrington et al. 1998, Visser et al. 2000). Muscle strength in the fractured limb
seems to correlate more strongly with mobility function than muscle strength of
the non-fractured lower-limb (Lamb et al. 1995, Madsen et al. 2000). Therefore it
is important to take into account the muscle strength of both lower-limbs,
which is not done in most studies. It is not known whether the side-to-side
difference in the lower-limbs affects mobility function and recovery from hip
fracture or whether one strong lower-limb can compensate for the deficit in the
fractured limb.

As muscle force and power are determinants of mobility function in older
people, increasing muscle strength may help to prevent mobility limitation.
Based on current knowledge, the best way to increase muscle strength, is
intensive progressive resistance training (Kraemer et al. 2002, Latham et al.
2004). In relatively healthy older people, resistance training has been proven to
be effective for increasing muscle force and power (Kraemer et al. 2002, Latham
et al. 2004). The effects of resistance training on mobility limitation and
disability are, however, less clear (Latham et al. 2004). In more frail people and
people with mobility limitation, resistance training seems to have a positive
effect on mobility function (Fiatarone et al. 1994, Seynnes et al. 2004). However,
the effects of resistance training are less studied in clinical populations, and the
training protocols are divers and usually also include other types of exercises.
Nevertheless it seems that resistance training is beneficial also in clinical
populations (Timonen et al. 2002, Suetta et al. 2004ab). Studies investigating
people after hip fracture generally show larger improvements in physical and
mobility function after rehabilitation including intensive resistance training
compared to standard rehabilitation alone (Mitchell et al. 2001, Hauer et al.
2002, Binder et al. 2004). However, studies often do not take into account the
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side-to-side difference in the lower-limb strength, which is likely after hip
fracture. Progressive resistance training aiming to reduce the side-to-side
difference and simultaneously increase muscle force and power of both lower-
limbs may therefore be more effective.

This study explores the side-to-side difference in lower-limb muscle
strength and its consequences for mobility and balance function in healthy
older women and in women with a recent hip fracture. The extent of the
strength difference will also be determined in men and women with a history of
hip fracture, and the underlying determinants of the difference will be
explored. Also the effects of a training program, specifically aiming to reduce
the side-to-side strength difference and increase muscle force and power of both
lower-limbs, on muscle strength, mobility and balance function will be studied
in a population with a history of hip fracture.



2 REVIEW OF THE LITERATURE

2.1 Muscle strength in older people

2.1.1 Muscle strength

A muscle produces force by sliding filaments across each other, which is called
a muscle contraction (Enoka et al. 1994). A muscle contraction may be static
(involving no movement) or dynamic (involving movement). In static or
isometric muscle contraction, the total length of the muscle does not change and
the joint angle remains constant. Maximal isometric muscle force is defined as
the maximum voluntary contraction performed at a specific joint angle against
an unyielding resistance, usually tested with a dynamometer. A dynamic
muscle contraction induces movement about a joint. In concentric actions, force
production of the muscle is greater than external load and the total muscle
length decreases. When the external load is greater than the muscle force
produced the muscle lengthens, which is called an eccentric contraction.
Maximal voluntary concentric or eccentric force can be assessed with isokinetic
testing in a system that controls the speed of movement. The contraction is then
performed at a constant velocity over the full range of motion (McArdle et al.
2000). Maximal voluntary concentric force can also be estimated in a one
repetition maximum (1RM) test that determines the highest external load one
can overcome for one repetition over the full range of motion.

Contractile rate of force development (RFD) is defined as the ability to
produce muscle force quickly (Aagaard et al. 2002). RFD is the rate of the rise in
force at the onset of contraction, e.g. within the first 100-200 ms of contraction,
and is calculated as the slope of the force-time curve. Muscle power is the
product of the generated force and the speed of the muscle contraction i.e. the
ability of the neuromuscular system to produce the greatest possible force as
fast as possible (Enoka et al. 1994). The force-velocity curve shows that at higher
force levels, speed decreases, and at higher speed levels, force decreases thus
resulting in a lower power output. Muscle power is maximal at approximately
one third of the maximal force and one fourth of the maximal velocity.
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Muscle strength in this study refers to muscle characteristics such as
muscle force, rate of force development and muscle power.

2.1.2 Age-related decrease in muscle strength

Muscle force increases until the age of 20-30 (Lindle et al. 1997, Lynch et al.
1999). Thereafter muscle force either remains constant or starts to decrease, until
the decrease in muscle force accelerates after the age of 50 (Lindle et al. 1997,
Lynch et al. 1999, Stoll et al. 2000). In cross-sectional studies, muscle force
decreases on average about 1-1.5 % each year (Skelton et al. 1994, Lindle et al.
1997, Lynch et al. 1999, Stoll et al. 2000). However, the exact rate of the decline
depends on muscle group and testing method (Lindle et al. 1997, I1zquierdo et
al. 1999, Lynch et al. 1999, Hunter et al. 2000). Hughes et al. 2001 showed that in
cross-sectional analyses of people aged 46-78 years isokinetic knee extension
force decreased 14% per decade, however, in the longitudinal analyses over 10
years the decline was 60% greater. In other longitudinal studies, the loss in
muscle force ranged between 1-3 % per year (Aniansson et al. 1986, Rantanen et
al. 1998b, Frontera et al. 2000). In isokinetic knee extension, the decrease in force
over 12 years was somewhat greater with higher contraction velocity (240°/s)
than with slower contraction velocity (60°/s; Frontera et al. 2000). In addition,
the decrease in muscle power is faster than the decrease in muscle force since
both muscle force and the velocity of movement decrease with age (Bassey &
Short 1990, Skelton et al. 1994, De Vito et al. 1998, Izquierdo et al. 1999,
Lamoureux et al. 2001, Macaluso et al. 2003, Dean et al. 2004). Decreases of
about 3.5% per year have been reported in cross-sectional studies (Skelton et al.
1994, Bassey & Short 1990).

The decrease in muscle strength is related to muscular and neural changes
occurring with age (Lamoureux et al. 2001). Decreases in muscle force are often
accompanied by muscle atrophy, which is a decrease in muscle mass (Frontera
et al. 2000, Hughes et al. 2001, Lauretani et al. 2003). The decrease in muscle
mass is commonly attributed to decreases in the number of muscle fibers (Lexell
et al. 1983, Frontera et al. 2000) and the reduction in fiber size (Aniansson et al.
1986, Roos et al. 1997). There is a disproportional loss of the faster type II
muscle fibers (Lexell et al. 1983, Aniansson et al. 1986, Roos et al. 1997), which
causes slowing of the muscle contraction. The loss of type II muscle fibers is
partly due to motor unit remodeling, a process, in which a nerve degenerates
and the muscle fibers are reinnervated by another nerve (Lexell et al. 1983,
Doherty et al. 1993, Roos et al. 1997). New motor units that are usually of a
larger size and of a slower fiber type are formed (Doherty et al. 1993, Roos et al.
1997). Alterations in neural activation occurring with age may affect individual
muscles and may lead to poorer coordination of muscle groups. Compared to
younger people, older people show larger activity in the antagonist muscles
(Hortobagyi et al. 2003) and decreased steadiness of the force production
(Hortobagyi et al. 2001, Christou et al. 2002). Additionally, the rate of muscle
activation decreases with age (Pijnappels et al. 2005), which likely contributes to
the age-related reduction in the rate of force development in the initial phases
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of a contraction (Hékkinen et al. 1991, Thelen et al. 1996, Christou et al. 2002,
Lanza et al. 2003). For example, compared to younger people, older people need
longer to develop the same absolute (Hdkkinen et al. 1991, Thelen et al. 1996) or
relative (Hakkinen et al. 1991) force level. Additionally, older people produced
30-40% less force in the first 200 ms of the contraction (Christou et al. 2002).

Muscle strength is partly determined by genetic factors. For example,
Tiainen et al. (2005) showed that in older women isometric knee extension force
and leg extension power have a shared genetic component that accounted for
48% and 32% of the inter-individual variation in force and power, respectively.
This suggests that partly the same genes regulate muscle function regardless of
the type of contraction.

The effects of aging alone on muscle strength are difficult to differentiate
from the effects of age-related decreases in levels of physical activity and age-
related diseases (Rantanen et al. 1998b, Rantanen et al. 1999b, Hughes et al.
2001). In older people, poorer muscle strength is also associated with factors
such as female sex (Lindle et al. 1997, Rantanen et al. 1997b, Hughes et al. 2001,
Stoll et al. 2000) and lower body weight (Rantanen et al. 1998b, Hughes et al.
2001).

2.1.3 Decrease in muscle strength related to physical inactivity

With age, the time spent on physical activity and the intensity of the physical
activities commonly decrease (Hunter et al. 2000). The reduced physical activity
may at least partly contribute to the loss of muscle strength in older age
(Rantanen et al. 1997b, Rantanen et al. 1999b, Hunter et al. 2000, Hughes et al.
2001). Many studies with mainly cross-sectional design have shown that muscle
strength is lower among people with lower levels of physical activity
(sedentary) than among the more physically active people (Sipild et al. 1991,
Rantanen et al. 1997b, Hunter et al. 2000). The effects of decreases in physical
activity and muscle strength are mutually reinforcing (Rantanen et al. 1999b).
Muscle strength decreases under circumstances of little physical activity. The
reduced level of muscle strength may cause discomfort in performing certain
tasks and may thereby lead to subsequent avoidance of the task. This again
reduces the level of physical activity and a vicious circle of reducing physical
activity and muscle strength may be the consequence (Rantanen et al. 1999b).
On the other hand, physical exercise increases muscle use, thus increasing
muscle force and the vicious circle may potentially be stopped. Increasing
muscle strength is possible even in very old people, as will be discussed in the
section on progressive resistance training.

Illness, injury and hospitalization may lead to periods of immobilization.
Even in younger people, short-term local immobilization (Yasuda et al. 2005,
Urso et al. 2006) as well as six weeks of bed-rest (Berg et al. 1997) lead to
marked decreases in muscle strength, which may be partly attributed to the
decrease in muscle mass and changes in neural factors. Ten days of bed rest in
healthy older people led to marked decreases in muscle mass (6%) and
isokinetic muscle force (16%), particularly in the lower extremities (Kortebein et
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al. 2007). Protein synthesis was reduced and the nitrogen balance was negative
especially in the last five days. While the effects of aging and immobilization
are rather similar, one difference is that during immobilization shortening
velocity may increase while it decreases with age (D’ Antona et al. 2003).

2.1.4 Decrease in muscle strength related to diseases, injury, and pain

In acute disease or injury, muscle force may reduce quickly. The reduction in
muscle force may be due to acute effects of immobilization and inflammation.
For example after hip fracture, the inflammatory reaction in response to injury
and surgical stress leads to catabolism (Hedstrom et al. 2006). Injury-induced
release of stress hormones and proinflammatory cytokines may sustain a
prolonged catabolic state characterized by nitrogen loss and insulin resistance.
For example, the level of proinflammatory cytokine Interleukin-6 remains
elevated even 12 months after hip fracture and has been associated with poorer
recovery (Miller et al. 2006b). An important mediating factor in the poor
recovery of muscle tissue is the low level of Insulin-like Growth Factor-1 that
was found in hip fracture patients upon hospital admission as well as up to six
months later (Ponzer et al. 1999, Hedstrom et al. 2006). Surgery is often
accompanied by a long preoperative period of fasting that will further
aggravate the insulin resistance and catabolism induced by the trauma
(Hedstrom et al. 2006). Even in young and healthy volunteers, calorie restriction
accelerated the catabolic response to bed rest, leading to loss of lean body mass
and protein (Biolo et al. 2007). Additionally, a simulated hormonal stress
response typically caused by injury or illness exacerbated the loss in muscle
mass and leg extension force (1RM) in 28-day bed-rest due to reduced protein
synthesis (Paddon-Jones et al. 2006). After a hip fracture, general health of the
patients is often poor and comorbidity exists, further complicating the recovery
(Keene et al. 1993, Roche et al. 2005, Hawkes et al. 2006).

Poor muscle force has also been reported in chronic diseases, such as
osteoarthritis (Rantanen et al. 2003, Rossi et al. 2004), diabetes (Rantanen et al.
1998b, Rantanen et al. 2003) and cardiovascular disease (Rantanen et al. 1998b,
Rantanen et al. 2003). In addition, deficits in muscle force exist even 5-10 years
after musculoskeletal injury (Seto et al. 1988, Holder-Powell et al. 2000), such as
anterior-cruciate ligament (ACL) injury and fracture. For example on average 30
weeks after a hip fracture, patients have less than half the muscle force of
healthy age-matched control subjects in both lower-limbs (Sherrington et al.
1998).

The experience of pain is subjective. Due to lack of a standardized
measure to assess pain, a range of measures assessing the presence of pain (Al
Snih et al. 2005), specific sites with pain (Lamb et al. 1995, Leveille et al. 2002,
Wilgen et al. 2003, Herrick et al. 2004, Onder et al. 2006), and the severity of
pain (Lamb et al. 1995, O’Reilly et al. 1998, Lamb et al. 2000, Leveille et al. 2001,
Steultjens et al. 2001, Leveille et al. 2002, Wilgen et al. 2003, Onder et al. 2006)
have been used. For example, the severity of pain may be assessed using
categorical responses, such as no, mild and severe (Lamb et al. 1995, Morrison
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et al. 2003, Onder et al. 2006), continuous scales, such as visual analogue scales
(Steultjens et al. 2001, Wilgen et al. 2003), or something in between (O'Reilly et
al. 1998, Lamb et al. 2000, Leveille et al. 2001, Leveille et al. 2002, Dasch et al.
2008). Despite the large range of measures used to assess pain, non-specific pain
(Leveille et al. 2001, Leveille et al. 2002, Al Snih et al. 2005, Onder et al. 2006) or
pain specific to a disease or injury (Lamb et al. 1995, O'Reilly et al. 1998,
Steultjens et al. 2001, Herrick et al. 2004, Heuts et al. 2004) have consistently
been associated with impairments such as poorer muscle force and mobility
limitation. Pain is a frequent problem in hip fracture patients immediately after
surgery (Morrison et al. 2003) as well as up to 12 months later (Herrick et al.
2004, Williams et al. 2006, Dasch et al. 2008). After hip fracture, pain is
associated with poorer recovery in ADL (Morrison et al. 2003, Herrick et al.
2004, Williams et al. 2006, Dasch et al. 2008) and mobility function (Morrison et
al. 2003), and muscle strength (Herrick et al. 2004).

Although pain may be association with inflammation or neural inhibition
(Hurley et al. 1997, O'Reilly et al. 1998, Stevens et al. 2003), an important
underlying mechanism for functional impairments may be avoidance of certain
behavior due to pain or fear for pain (Vlaeyen et al. 2000, Steultjens et al. 2002,
Heuts et al. 2004). Avoidance may reduce the level of physical activity (Vlaeyen
et al. 2000, Steultjens et al. 2002), which has consequences for physical
performance, and may thus reduce muscle strength and increase mobility
limitation. Fear for pain or (re)injury may have long-term consequences and
thus maintain chronic pain disability (Vlaeyen et al. 2000). However, the
relationship between pain and disability may be either direct (Lamb et al. 2000,
Leveille et al. 2007) or indirect through impairments such as reduced muscle
strength (O’'Reilly et al. 1998, Vlaeyen et al. 2000, Steultjens et al. 2002, Al Snih et
al. 2005). Also other fear, such as fear for falls, may lead to avoidance behavior
and thereby reduce physical performance in a similar way (Delbaere et al.
2004). After a hip fracture, patients are likely to develop fear for falls, which
may thus affect their recovery and mobility function (Jarnlo et al. 1991b, Petrella
et al. 2000).

Muscle power, similarly as muscle force, may be affected by disease,
injury and pain (Lamb et al. 1995, Barker et al. 2004), however, this has not been
studied extensively. In addition to the systemic effects, disease, injury and pain
may also have a local effect on muscle strength, this will be discussed later.

2.1.5 Asymmetrical deficit in lower-limb muscle strength

In most studies, muscle strength is measured in one lower-limb only, usually
the stronger or dominant limb, or the average or sum of the strength in both
lower-limbs is used for analysis. However, in older people a side-to-side
difference in lower-limb muscle strength, that is an asymmetrical deficit in
muscle strength, may exist. The prevalence and consequences of a large
asymmetrical deficit have not been studied extensively. A study by Hunter et
al. (2000), including a sample of healthy community-dwelling women between
20 and 89 years old, calculated that the average difference between the
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dominant and non-dominant lower-limb in isometric knee extension force was
on average 5% (Hunter et al. 2000). Perry et al. (2007) showed that a difference
in isometric muscle force and muscle power between the lower-limbs was
larger in older (average 14%) than in younger (average 10%) people.

Diseases, injuries and pain affecting one lower-limb only may have a local
effect on muscle strength, and therefore cause relative weakness on the affected
side especially. In people with unilateral osteoarthritis, before or after knee
athroplasty, muscle strength of the affected lower-limb was significantly
weaker than muscle strength in the non-affected limb (Robertson et al. 1998,
Sicard-Rosenbaum et al. 2002, Mizner et al. 2003, Rossi et al. 2004). The strength
difference between the lower-limbs correlated only weakly with pain
(Robertson et al. 1998, Mizner et al. 2003). A recent study by Suetta et al. (2007)
suggested that in older people with symptomatic osteoarthritis of the hip, rate
of force development was affected relatively more (18-25%) than measures not
related to velocity characteristics (10-20%). This was at least partly due to
deficits in neural activation.

The asymmetrical deficit after unilateral musculoskeletal injuries seems to
be very persistent. Up to ten years after musculoskeletal injury, such as ACL
rupture and fracture, relatively young and active people have impaired muscle
strength in the injured lower-limb compared to the uninjured limb (Seto et al.
1988, Rutherford et al. 1990, Holder-Powell et al. 1999), even when they are
pain-free (Holder-Powell et al. 1999). The strength difference between the
lower-limbs was independent of time since injury or whether the injury had
occurred in the dominant or non-dominant limb (Holder-Powell et al. 1999).
The force deficit was at least partly related to reduced muscle mass (Rutherford
et al. 1990) and voluntary activation (Urbach et al. 1999) in the affected lower-
limb. Although the injured limb may be weaker due to disuse (Rutherford et al.
1990), it seems that the non-affected limb is overused when compared to the
limb function of non-injured controls (Hunt et al. 2004).

After hip fracture, the fractured limb remains weaker than the non-
fractured lower-limb. One week after surgical fixation of the hip fracture, the
distribution of leg extension power over the fractured and non-fractured limb
was 30:70 (Lamb et al. 1995). In hip fracture patients two to four weeks after the
fracture, isometric and isokinetic knee extension and flexion force in the
fractured limb was only 50% of the force in the non-fractured limb (Madsen et
al. 1995). Additionally, testing of muscle force with high contraction velocity
was impossible in a large portion of hip fracture patients (Madsen et al. 1995).
Six to thirty-six months after a hip fracture, slow-velocity isokinetic muscle
force was 18% lower in the fractured than in the non-fractured limb (Madsen et
al. 2000). On average 30 weeks after a hip fracture, patients had a larger
isometric force difference between the lower-limbs than healthy age-matched
control subjects (Sherrington et al. 1998).

Pain may also have a local effect on muscle strength. A study of Wilgen et
al. (2003) showed that non-specific pain reduced muscle force in the whole limb
on the painful side, thus potentially causing asymmetrical deficit. Steultjens et
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al. (2001) showed that muscle force was most reduced in the muscle groups
surrounding the painful joint affected by osteoarthritis.

2.2 Mobility and balance function in older people

Mobility is defined as the ability to move physically. According to this
definition mobility includes moving around with (e.g. wheelchair or motorized
vehicle) or without aids (e.g. walking). In this study, mobility refers to the
ability to move around independently carrying one’s own weight, such as in
walking. Balance refers to the ability to maintain postural control in an up-right
position.

Mobility (Hurley et al. 1998, Onder et al. 2002, Lauretani et al. 2003) and
balance (Hurley et al. 1998, Izquierdo et al. 1999, Onder et al. 2002) function
decrease with age, which becomes evident through slowing of the performance
and experiencing more difficulty. Limitations in mobility, such as poor habitual
(Guralnik et al. 2000, Shinkai et al. 2000, Cesari et al. 2005) or maximal
(Laukkanen et al. 1995, Shinkai et al. 2000) walking speed, have been found
predictive of functional dependence and mortality. Maximal walking speed
may be more sensitive in people between the age of 65 and 74, while habitual
walking speed may be more sensitive in older people (Shinkai et al. 2000) or
people with mobility limitation. Poor balance function, measured using
functional tests or body sway, has also been associated with disability and
functional dependence (Era et al. 1997, Shinkai et al. 2000, Rantanen et al. 2001).
Perceived difficulty in mobility (Laukkanen et al. 1995, Hirvensalo et al. 2000,
Fried et al. 2001) and daily activities (Langlois et al. 1996) have been found to
predict future disability and mortality.

Mobility limitation (Jarnlo et al. 1991b, Lamb et al. 1995) and impaired
balance (Jarnlo et al. 1991a, Lamb et al. 1995, Sherrington et al. 1998) are
common in people after hip fracture. Walking ability remains impaired even
two years after hip fracture compared to healthy older people (Norton et al.
2000, Kirke et al. 2001). Limitations in mobility and balance, and falls during the
tirst four months after hip fracture are associated with greater functional
disability (Whitehead et al. 2003) and predictive of subsequent hospitalization,
nursing home placement, and mortality up to two years post-fracture (Fox et al.
1998).

A disturbance in posture or balance may lead to a fall, which is defined as
an unintentionally coming to rest on the ground, floor or other lower level.
Around 30% of people aged over 65 living in the community fall every year
(Kannus et al. 2005b), and the fall incidence increases with higher age and living
in residential care facilities (Luukinen et al. 1995). Of the people who fall, about
half fall more than once (Nurmi et al. 2002, Kannus et al. 2005b). In about 10-
20% of all falls medical attention is needed, and 4-6% of all falls causes a
fracture (King et al. 1995, Tinetti et al. 1995, Kannus et al. 2005b). Fall-induced
injuries represent one of the most common causes for longstanding pain,
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functional impairment (Kannus et al. 2005b), loss of independence (King et al.
1995, Tinetti et al. 1997b) and death (King et al. 1995, Kannus et al. 2005a) in
older people. Over 75% of the hip fractures are associated with falls (Jarnlo et al.
1991b, Aharonoff et al. 1998). The total and age-adjusted incidence of hip
fractures has increased in Finland in the last decades (Kannus et al. 1999,
Lonnroos et al. 2006), although a recent study suggested that the increase seems
to have leveled off between 1997 and 2004 (Kannus et al. 2006b). However,
considering the continuous aging of the population in general, it is likely that
the absolute number of hip fractures further increase in the future (Kannus et al.
2006b).

2.2.1 Muscle strength and its association with mobility and balance function

Muscle strength plays an important role in the disablement process as described
by Verbrugge & Jette (1994). Pathology, referring to biochemical and
physiological abnormalities such as disease, injury or pain, affects specific body
systems and may result in impairments such as muscle force and power deficit.
The impairments in turn may lead to functional limitations, such as poor
walking speed and balance, which in turn may cause disability, which is
difficulty in the performance of socially defined roles and tasks, such as ADL
activities.

To be able to perform many daily mobility tasks, such as walking,
climbing stairs and rising from a chair, a certain amount of muscle force is
needed (Young 1986). A major consequence of poor muscle force is that to
perform certain daily tasks the maximal force capacity may be nearly
approached (Rantanen et al. 1997a, Hortobagyi et al. 2003). Needing to perform
at a level close to maximum capacity may result in discomfort and subsequent
avoidance of the task (Rantanen et al. 1997a, Hortobagyi et al. 2003). Therefore
poor muscle force increases the risk for mobility limitation, disability and even
loss of independence (Rantanen et al. 1994, Rantanen et al. 2002, Hortobagyi et
al. 2003, Lauretani et al. 2003). With increasing muscle force the performance of
such tasks gets easier, and functioning improves. However, the relationship is
not linear (Ferrucci et al. 1997, Rantanen et al. 1997a, Rantanen et al. 1998a, Bean
et al. 2003); at some point a plateau is reached after which mobility and balance
function do not further improve with higher muscle force. Higher muscle force
then serves as a reserve capacity that may prevent small decreases in muscle
force, for example due to acute illness, to have functional consequences. Poor
muscle force has also been identified as underlying factor of poor balance
(Ferrucci et al. 1997, Izquierdo et al. 1999, Carter et al. 2002, Bean et al. 2003,
Karinkanta et al. 2005) and it is an important risk factor for falls (Coupland et al.
1993, Nevitt et al. 1993, King et al. 1995, Skelton et al. 2002, Perry et al. 2007).

In addition to muscle force, also the ability to produce force quickly is
important for certain mobility tasks (Skelton et al. 1994, Foldvari et al. 2000,
Suzuki et al. 2001, Bean et al. 2002, Bean et al. 2003), such as climbing stairs.
Muscle power, which takes into account both muscle force and contraction
velocity, is therefore considered to be more relevant for mobility function than



22

muscle force (Skelton et al. 1994, Foldvari et al. 2000, Suzuki et al. 2001, Bean et
al. 2002, Bean et al. 2003). Additionally, Cuoco et al. (2004) showed that power
output at a lower percentage (40%) of maximal muscle force was more strongly
associated with habitual walking speed than muscle power against a higher
resistance (70%), suggesting that especially contraction velocity is of
importance. In older people with osteoarthritis, maximal walking velocity
correlated with the rate of force production over the first 50 ms in an isometric
knee extension (Suetta et al. 2004a). Sayers et al. (2005) showed that in older
women, contraction velocity alone explained more of the variance in mobility
function (habitual gait speed and short physical function battery) than muscle
strength. Potentially, women may rely more on contraction velocity to
compensate for their lower overall muscle strength, while men appear to rely
relatively more on muscle strength (Sayers et al. 2005). The capacity to produce
force quickly, measured as muscle power or the rate of force production, may
also be important for balance function (Izquierdo et al. 1999, Bean et al. 2003).
Additionally, muscle power has been identified as an important risk factor for
falls (Fleming et al. 1991, Skelton et al. 2002, Perry et al. 2007). To prevent a fall
and recover from a disturbance in posture, a certain amount of force needs to be
generated within a short period of time (Pijnappels et al. 2005). Therefore, the
rate of force development and muscle power may be more relevant than
maximal muscle force to prevent a fall (Bassey & Short 1990, Izquierdo et al.
1999).

The functional consequences of poor muscle force and power have mostly
been studied using cross-sectional study designs, only a limited number of
longitudinal studies is available. A study of Rantanen et al. (1999a) showed that
handgrip strength in healthy 45- to 68-year-old men was highly predictive of
mobility limitation, such as slow habitual walking speed, and mobility and
ADL disability 25 years later. Al Snih et al. 2004 showed that in people aged 65
and over lower hand grip strength progressively increased the risk in any self-
reported ADL disability over a 7-year period. This gives evidence for a causal
relationship. Additionally, it stresses the importance of obtaining high muscle
strength in young age and maintaining high strength for as long as possible.

In older people with mobility limitations, for example after hip fracture,
mobility function is at least partly related to reductions in muscle strength
(Lamb et al. 1995, Madsen et al. 2000, Visser et al. 2000). In addition to muscle
strength, other factors underlying mobility limitation include old age
(Bohannon et al. 1997, Rantanen et al. 1998a), poor balance (Lamb et al. 1995,
Rantanen et al. 1998a, Rantanen et al. 2001), low levels of physical activity
(Hirvensalo et al. 2000), and chronic diseases such as stroke and osteoarthritis
(Rantanen et al. 1998a, Hirvensalo et al. 2000, Fried et al. 2001, Sicard-
Rosenbaum et al. 2002, Rantanen et al. 2003). Fear for falls has been associated
with mobility limitation. In addition to reduced walking speed (Maki 1997,
Whitehead et al. 2003, Delbaere et al. 2004), fear for falls may cause gait
changes, such as decreased stride length, increased stride width and prolonged
double support (Maki 1997).
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Especially hip fracture patients are at high risk for falls (Shumway-Cook et
al. 2005, Stenvall et al. 2006) and a second hip fracture (Schroder et al. 1993) due
to the high prevalence of fall risk factors. Risk factors for falls and hip fracture
are largely the same; impaired muscle strength (Nevitt et al. 1993, Sherrington
et al. 1998, Stel et al. 2003), limitations in mobility (Nevitt et al. 1993, Cummings
et al. 1995, Wei et al. 2001, Shumway-Cook et al. 2005) and balance (Sherrington
et al. 1998, Stel et al. 2003, Shumway-Cook et al. 2005), and fear for falls (Maki
1997, Sherrington et al. 1998, Stel et al. 2003, Whitehead et al. 2003) often in
combination with low bone density (Cummings et al. 1995, Wei et al. 2001,
Mikkola et al. 2007). Other common risk factors for falls and hip fracture
include old age (Nevitt et al. 1993, King et al. 1995, Shumway-Cook et al. 2005),
chronic diseases such as stroke and osteoarthritis (Nevitt et al. 1989, Nevitt et al.
1993, Cummings et al. 1995, King et al. 1995, Sherrington et al. 1998, Stel et al.
2003), impaired cognition (Tinetti et al. 1995), impaired vision (Nevitt et al.
1989, Nevitt et al. 1993, Cummings et al. 1995, Sherrington et al. 1998), use of
medication (Nevitt et al. 1993, Cummings et al. 1995, King et al. 1995), previous
falls (Nevitt et al. 1989, Nevitt et al. 1993, King et al. 1995, Stel et al. 2003,
Shumway-Cook et al. 2005), and pain (Leveille et al. 2002). Although physical
inactivity has been identified as a risk factor for falls and hip fracture
(Coupland et al. 1993, Gregg et al. 1998, Kujala et al. 2000), vigorous exercise
may increase the risk for falls and hip fracture among those with limitations in
ADL (Stevens et al. 1997). Especially people with multiple risk factors are at
high risk for falls and hip fracture (Nevitt et al. 1993, Cummings et al. 1995).

2.2.2 Asymmetrical muscle strength deficit and its implications for mobility
and balance function

Even in young and relatively active people, having one weak lower-limb may
have functional consequences. In people with a lower-limb side-to-side force
difference due to unilateral musculoskeletal injury, balance was impaired on
average ten years after the event (Holder-Powell et al. 2000). Seto et al. (1988)
observed that five years after ACL reconstruction, isokinetic muscle force in the
injured lower-limb correlated more strongly with function, such as symptoms
during mobility activities, than force of the uninjured limb in relatively young
people. Additionally, better function was found in those with side-to-side force
difference.

In frail and older people, the consequences of poor muscle strength and
asymmetrical strength deficit may be more debilitating for mobility and balance
function. In two case-control studies, relatively healthy older women with a
history of falls (Perry et al. 2007) or frequent falls (Skelton et al. 2002) had a
larger asymmetrical deficit in leg extension power. Additionally, in hip fracture
patients, it was shown that muscle force and power of the fractured, thus
weaker, limb was more strongly associated with mobility function than muscle
strength of the non-fractured limb one week and 6-36 months after the fracture
(Lamb et al. 1995, Madsen et al. 2000). However, the effects of the asymmetrical
deficit on mobility and balance function have not yet been studied in older
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people. Considering the muscle weakness and large asymmetrical deficit
especially in hip fracture patients, it is likely that mobility and balance function
will be affected. However, potentially, high muscle strength in one lower-limb
may compensate for the deficit in the other lower-limb. Therefore, it is
important to study the effects of an asymmetrical deficit while accounting for
the level of muscle strength.

2.3 Progressive resistance training in older people

Considering the disablement process interventions acting on the level of
impairment may prevent the progression to functional limitation and disability
(Verbrugge & Jette 1994). Increasing muscle force and power may thus be
beneficial for mobility and balance function as well, especially in older people
with a high risk for functional deterioration. Based on current knowledge,
progressive resistance training (PRT) is the recommended strategy to increase
muscle strength. PRT is performed according to the principle of progressive
overload, in which the stress placed upon the body during exercise training is
gradually increased to produce greater force (McArdle et al. 2000, Kraemer et
al. 2002). Therefore, the training volume and especially the load should be
increased throughout the training period (Kraemer et al. 2002). PRT has been
included in recommendations for maintaining health and fitness, also for older
people. PRT induced improvements in muscle strength are not different in
younger and older people (Hakkinen et al. 2000, Hékkinen et al. 2001, Newton
et al. 2002).

2.3.1 Training to increase muscle force

The training response is very specific and depends on the exercise stimulus. To
improve muscle force and induce muscular hypertrophy in older people it is
recommended that exercises are performed with slow-to-moderate velocity
(Kraemer et al. 2002). This translates to the concentric contraction lasting
approximately 1-2 seconds and the eccentric contraction 1-4 seconds (Fiatarone
et al. 1994, Sipild et al. 1996, Kraemer et al. 2002). Although 2-3 sets of each
exercise are usually performed (Fiatarone et al. 1994, Judge et al. 1994, Skelton
et al. 1995, Sipild et al. 1996, Schlicht et al. 2001), it was shown that also a single
set of each exercise increases muscle strength in older people (Galvao et al.
2005). After a short accommodation period, exercises should be performed with
a resistance of 60-80% of the 1RM for 8-12 repetitions per set (Fiatarone et al.
1994, Judge et al. 1994, Sipila et al. 1996, Schlicht et al. 2001, Kraemer et al. 2002),
which will be referred to as high-intensity training. In-between sets, one to two
minutes of rest are recommended (Kraemer et al. 2002). The frequency of the
exercise sessions is commonly two to three times per week (Fiatarone et al.
1994, Judge et al. 1994, Sipild et al. 1996, Schlicht et al. 2001), although one
session a week may be enough to maintain or increase muscle strength (Lexell
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et al. 1995, Taaffe et al. 1999). The duration of the exercise period determines
what adaptations occur (Kraemer et al. 2002). For example, in the initial phases
of exercise, neural adaptations, e.g. changes in activation of individual muscles
and coordination of muscle groups, mainly account for the improvement in
muscle strength (Gabriel et al. 2006). The contribution of muscle hypertrophy
increases after several weeks of training (Sipild et al. 1995, Frontera et al. 2003).
Adaptations in the muscle fibers, due to changes in protein synthesis and
degradation, may additionally change the muscle fiber type composition
(Frontera et al. 2003).

Training effects are also very specific with respect to recruitment patterns
and neural activation (Caroll et al. 2006, Janzen et al. 2006). Therefore different
movement patterns of exercises (including range of motion) induce training
specific adaptation. For example, unilateral training enhances mostly muscle
strength of the trained limb, while bilateral training enhances bilateral function
(Janzen et al. 2006). In unilateral training, cross-education, i.e. a training effect
in the non-trained contra-lateral limb, also plays a role (Kannus et al. 1992,
Caroll et al. 2006). As many daily tasks require unilateral lower-limb function,
unilateral training may be needed to improve functional abilities.

There is good evidence that well designed PRT increases muscle strength.
A systematic review of randomized controlled trials (RCT) by Latham et al.
(2004) showed that PRT has a large positive effect on muscle strength, despite
heterogeneity in the protocols and effects of the studies included. For example,
an early RCT of PRT in frail older people (Fiatarone et al. 1994) showed that the
1RM nearly doubled after ten weeks of high intensity (80% of 1RM, three sets of
eight repetitions) slow-velocity (6-9 seconds per repetition) resistance training
on three days a week. However, training responses are very specific and greater
increases in muscle strength are generally found when muscle strength was
measured using the same technique as for training (Baker et al. 1994). Therefore,
an increase in isometric or isokinetic muscle strength may be an indicator of a
more general improvement in muscle strength. For example, in relatively
healthy older people, a RCT of 13 weeks of PRT by Judge et al. (1994) showed
that the 1RM of the exercises improved by 60-70%, while the improvement in
isokinetic muscle force was only 13%. The training consisted of three weekly
sessions, with slow-velocity dynamic exercises performed in 2-3 sets of 10-12
repetitions at an intensity of 60-75% of 1IRM. An RCT by Sipild et al. (1996)
showed that an 18-week intensive PRT three times a week increased isometric
muscle force by 19%. Each exercise was performed in 3-4 sets of 8-10 repetitions
at an intensity of 60-75% of 1RM, and slow-velocity dynamic contractions (4-6
seconds in total) were used. A RCT by Skelton et al. (1995) showed that
isometric muscle force increased by 25% and leg extension power by 18% after a
12-week PRT of low-to-moderate intensity (three sets of 4-8 repetitions)
including one supervised and 2 home-based training sessions a week.

The Latham et al. (2004) review also showed that PRT had a small-to-
moderate effect on other impairments and functional limitations, especially
walking speed. Studies with high-intensity PRT of 8-12 weeks in the relatively
healthy older people either showed an improvement in walking speed (Schlicht
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et al. 2001) or reported no change (Judge et al. 1994, Sipila et al. 1996). Balance
function did not change after an 8-week high-intensity slow-velocity PRT
(Schlicht et al. 2001). However, high-intensity slow-velocity PRT of six months
and two years demonstrated a significant improvement in dynamic balance
(Nelson et al. 1994, Taaffe et al. 1999). Improvements in mobility function and
balance have been reported more consistently after high-intensity PRT in frail
people and people with mobility limitations (Fiatarone et al. 1994, Timonen et
al. 2002, Seynnes et al. 2004).

2.3.2 Training to increase rate of force development and muscle power

Recently it has been suggested that high-velocity exercises should also be
included in strength training programs for older people to improve the rate of
force development and muscle power (Kraemer et al. 2002). In these high-
velocity protocols, the exercises are performed in the concentric phase as fast as
possible (Fielding et al. 2002, Miszko et al. 2003, Sayers et al. 2003) or using a
predefined movement velocity usually of less than one second in duration over
the full range of motion (Kraemer et al. 2002). The eccentric phase is performed
more slowly with a velocity of approximately 1-4 seconds. Prior to 2004, when
our research started, four published RCTs demonstrated the effectiveness of a
high-velocity power training program by comparing participants of a high-
velocity PRT to a non-training control group (Hruda et al. 2003) or to
participants of a slow-velocity PRT (Fielding et al. 2002, Sayers et al. 2003) or
both (Miszko et al. 2003). A 10-week high-velocity low-intensity power training
with three sessions a week, one set of 4-8 repetitions, increased isokinetic
concentric and eccentric muscle power at a movement velocity of 180°/s on
average by 60% and 40%, respectively (Hruda et al. 2003). Isokinetic concentric
and eccentric muscle force increased on average by 25-30% and the timed
performance of several mobility tasks improved on average by 31-66%. A 16-
week program with three times a week high-velocity training (concentric action
as fast as possible) with an intensity of 40% of 1RM and three sets of eight
repetitions for each exercise improved functional performance, measured using
a battery of functional tasks related to muscle force, flexibility, balance and
coordination and endurance (Miszko et al. 2003). Compared to the slow-
velocity PRT (concentric action approximately four seconds) with an intensity
of 50-80% of the 1RM, the improvement in functional performance was larger in
the high-velocity training group, whereas the improvement in muscle force was
similar. Additionally, two papers (Fielding et al. 2002, Sayers et al. 2003)
compared the effects of a high-velocity power training (concentric phase as fast
as possible) to a conventional slow-velocity strength training protocol
(concentric phase in two seconds). For both training groups, the 16-week
training protocol consisted of three sessions a week and three sets of eight
repetitions at a resistance of 70% of 1RM. Muscle force measured as the 1IRM
improved similarly in both training groups, while muscle power at different
levels of resistance improved significantly more in the high-velocity training
group (Fielding et al. 2002). Dynamic balance, stair climb time, and self-



27

reported disability improved similarly in both groups, while chair-rise time and
gait velocity did not improve by either training (Sayers et al. 2003).

As the increase in power depends on maximal force as well as the velocity
of movement, it may be more efficient to include both slow-velocity high-load
(60-80% of 1RM) and high-velocity low-load (40-60% of the 1RM) exercises in a
training program (Kraemer et al. 2002). Uncontrolled studies using this type of
combined strength and power training have shown improvements in muscle
force and power, and timed mobility performance (Hakkinen et al. 1998,
Hakkinen et al. 2001, Newton et al. 2002).

2.3.3 Training in hip fracture patients

Diseases and injury may lead to deficits in muscle strength through post-
traumatic immobilization, inflammation and pain. Especially after hip fracture,
increasing muscle strength seems important considering the force deficit
commonly found in this population. In general, the effects of progressive
resistance training have not been studied extensively in clinical populations. It
seems that progressive resistance training is feasible in clinical populations even
shortly after surgery (Sullivan et al. 2001, Timonen et al. 2002, Suetta et al.
2004ab). However, conclusions about the safety of training should be made
with caution, since adverse effects are poorly reported. After PRT,
improvements in muscle strength, mobility and functional performance, pain
and fear for falls have been found in different clinical populations, such as
shortly after hospitalization (Sullivan et al. 2001, Timonen et al. 2002) and in
osteoarthritis (Ettinger et al. 1997, Suetta et al. 2004ab).

Table 1 summarizes the results of all randomized controlled trials
including progressive resistance training alone (Mitchell et al. 2001, Binder et al.
2004, Mangione et al. 2005, Miller et al. 2006a) or as part of a broader
rehabilitation program (Tinetti et al. 1997a, Tinetti et al. 1999, Hauer et al. 2002)
after hip fracture. Only three of them were published prior to the start of our
intervention in 2004. Few adverse effects have been reported due to training in
patients shortly after hip fracture (Tinetti et al. 1997a, Miller et al. 2006a) or
training with a longer delay after hip fracture (Hauer et al. 2002, Binder et al.
2004, Mangione et al. 2005). Thus, it seems that progressive resistance training is
feasible in people with a hip fracture. However, with respect to functional
improvements the study results are somewhat conflicting. In general, it seems
that studies using a higher resistance and volume of training (Mitchell et al.
2001, Hauer et al. 2002, Binder et al. 2004) induced larger improvements in
muscle force and power, and mobility and balance function. Additionally,
larger changes in perceived difficulty in mobility and daily activities, self-rated
health and disability were generally reported.

Considering the likelihood of an extremely large asymmetrical deficit in
muscle force and power after hip fracture, returning symmetrical lower-limb
muscle strength may be more beneficial for mobility function. However, little
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TABLE1 Randomized controlled trials including supervised progressive resistance training in hip fracture patients.
Reference Participants  Study groups (n pre- Training frequency Training effect on muscle Training effect on mobility, balance
(Mean age, trial> n post-trial> n / duration strength and power and self-reports
time since follow-up) Sets / repetitions /
fracture) resistance
Tinetti et 80 years Multi-component physical 6M Lower extremity strength # ns Mobility function 0
al. 1997a/ Discharge and functional therapy Therabands Upper extremity strength + #* Balance function 0
1999 from hospital (n=148) RT in 84% (70% Self-rated disability 0
or subacute = completed all therapy)
care facility
(mean12 or SR (n=156)
98 days)
Mitchell ~ 80 years RT, UNI 2 *week / 6W Leg extension power Fract § Mobility function 0
etal. 2001 Mean 15 days n=40 - n=30 > n=20 3-6 /12 / 50-80%  RT:+154%*(W6) +227%*(W16) Balance function + * (W6,W16)
post-fracture 1RM C: +55% (W6)+ 86% (W16) Self-rated physical function + *(W6)
SR Leg extension power Non-fract §
n=40 2> n=29 > n=24 RT:+70%*(W6) +96%*(W16)
C: +19% (W6) +22% (W16)
Hauer et 81 years RT + FT 3 * week / 12W 1RM leg press Fract § Mobility function + * (M3)
al. 2002 6-8 weeks n=15 2> n=13 2-3 /10 /70-90%  RT:+122%*(M3) +122%*(M6) Balance function + * (M3)
post-hip 1RM C: +5% (M3) +25% (Mob) Self-rated physical function 0
surgery Motor placebo activities 1RM leg press Non-fract §

n=13 2 n=11

RT:+63%*(M3) +60%*(M6)

C: +8% (M3) +20% (M6)
Isom leg extension force Fract §
RT:+61%*(M3) +66%*(M6)

C: +12% (M3) +26% (M6)
Isom leg extension force Non-
fract §

RT:+20%*(M3) +23%*(M6)

C: 7% (M3) +0% (Mé)

(continues)



TABLE1 (continues)

Reference Participants  Study groups (n pre- Training frequency Training effect on muscle Training effect on mobility, balance
(Mean age, trial> n post-trial> n / duration strength and power and self-reports
time since follow-up) Sets / repetitions /
fracture) resistance
Binder et 80 years RT, BI n=46 3*week / 6M Isokin knee extension force 609/s Mobility function + *
al.2004  Mean 100 M1-3: FT Fract$ Balance function + *
days post- SR n=44 M4-6: RT RT:+56%* C:+28% Self-rated physical function, and
surgery 1-3 / 6-12 /65-85% Isokin knee extension force 60%/s health + *
Non-fract § Self-rated disability - *

RT:421%* C:+8%
1RM exercises (bilateral) §
RT:4+20-70%* C:+2-10%

Mangione 79 years RT, UNI n=17 - n=13 1-2*week / 12W  Isom leg force (summed Mobility function 0
etal. 2005 7-50.5 weeks Aerobic n=13 3/8/8RM measure) § Self-rated physical function 0
post-surgery  Control n=11 RT:+23%* C:+6%
Miller et 84 years RT n=25-> n=23 3 *week / 12W Isom knee extension force Fract 8 Mobility function 0
al. 2006 7 day post- Nutritional n=25-> n=23 2/ 8/ resistance RT:+225% C:+150%
injury Combined n=24-» n=22  band Isom knee extension force Non-
Attention control fract §
n=26->n=25 RT:+40% C:+19%

* significant improvement compared to control group

# effect was not calculated: baseline means not reported

Seffect calculated from means reported compared to baseline values

M = month, W = week

RT= conventional resistance training, FT= functional exercises, SR = standard rehabilitation, C = control group

UNI = unilateral exercises for the lower-limbs, BI = bilateral exercises for the lower-limbs, 1IRM= 1 repetition maximum
Isom = isometric, Isokin = isokinetic

Fract = fractured side, Non-fract = non-fractured side

+ improved, - decreased, 0 no change
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attention has been paid to the asymmetrical deficit in the training or results
reporting. The majority of the studies reported muscle strength of both lower-
limbs together (Tinetti et al. 1997a, Tinetti et al. 1999, Binder et al. 2004,
Mangione et al. 2005, Miller et al. 2006a). In two studies, the asymmetrical
deficit in leg extension power and muscle force (1RM leg press and isometric
leg extension) seemed to be reduced after unilateral resistance training (Mitchell
et al. 2001) or combined functional and resistance training (Hauer et al. 2002).
However, the authors did not report the significance of the change.

Some studies also examined the long-term effects of training. Some weeks
to several years after cessation of the training, improvements in muscle
strength, and mobility and balance function may be at least partly maintained
(Hauer et al. 2001, Mitchell et al. 2001, Hauer et al. 2003), although this was not
found in another study (Tinetti et al. 1999).



3 PURPOSE OF THE STUDY

The purpose of this study is to gain more insight into asymmetrical deficit in
muscle strength of the lower-limbs in different populations of older people; its
prevalence, potential determinants, and consequences for mobility limitation,
balance and falls.

In addition, the effects of a resistance training program in a population
with alleged asymmetrical deficit will be studied in a randomized controlled
trial. The resistance training was specifically aiming to increase muscle force
and power of both lower-limbs and to reduce the asymmetrical deficit. Our
hypothesis was that increasing muscle strength reduces limitations in mobility
and balance according to the theoretical model of the disablement process.

The specific research questions are:

e  What is the prevalence of asymmetrical deficit in leg extension
power in a population of healthy 63-75-year-old women? (I)

e Is asymmetrical leg extension power deficit associated with mobility
limitation, balance (I), and injurious falls (II) in a population of
healthy 63-75-year-old women?

e Is asymmetrical leg extension power deficit associated with mobility
limitation in 73-96-year-old women recovering from hip fracture?
)

e  What are the determinants of asymmetrical deficit in muscle force,
rate of force development and power in the lower-limbs in older men
and women six months to seven years after a hip fracture? (IV)

e  What are the effects of a strength-power training, specifically
designed to reduce the asymmetrical deficit and to increase muscle
force and power of both lower-limbs, on lower-limb muscle strength,
its asymmetry, balance, mobility limitation and perceived difficulty
in mobility and daily activities in men and women six months to
seven years after hip fracture? (V)



4 METHODS

4.1 Study design and participants

For this study, data of three larger research projects were used. The Finnish
Twin Study on Aging, FITSA, is an epidemiological study that follows a
classical twin study design. The data were collected in Jyvéaskyld between
September 2000 and March 2001. HIP-RECOVERY is a clinical study including
women recovering from a hip fracture. The data were collected in Oxford in the
UK between October 1993 and March 1995. HIP-ASYMMETRY is a study
utilizing cross-sectional data and a randomized controlled trial in people with a
history of hip fracture. The data were collected in Jyvaskyld between August
and December of the years 2004 and 2005. The study designs are summarized in
Table 2.

4.1.1 Finnish Twin Study on Aging (FITSA; LII)

The FITSA study is a study of genetic and environmental effects on the
disablement process in older, 63-75-years-old, female twins. The twin study
design has been described in detail by Tiainen et al. (2004). The study includes
monozygotic (n= 103), and dizygotic (n= 114) twin pairs recruited from the
Finnish Twin Cohort (Kaprio et al. 1978, Kaprio & Koskenvuo 2002). To be
recruited for the study, both individuals in the pair had to agree to participate.
Figure 1 shows the flow chart of the recruitment. Assessments were performed
in a laboratory and followed by a one-year fall surveillance. In the analyses, the
sample was treated as a set of individuals by taking into account the
dependency between the sisters. Only participants with valid outcome
measures were included in the analyses (n=403-419). Considering that this was
a non-clinical population of older women that were community-dwelling, we
refer to this population as healthy older women.



TABLE2 Study designs

Paper Study Design Participants Age (mean + SD)  Main outcomes

I FITSA Observational 419 women 63-75 (68.6+ 3.4) LEP and asymmetrical deficit
Cross-sectional MZ n=195 Walking speed
(twin study) DZ n= 224 Standing balance

I FITSA Observational 403 women 63-75 (68.6+ 3.4) LEP and asymmetrical deficit
One year follow-up MZ n= 187 Injurious falls
(twin study) DZ n=216

III HIP-RECOVERY  Observational 43 women 73-96 (82.7£5.9) LEP and asymmetrical deficit

Three months follow-up

Walking speed
Stair climbing speed

1\Y HIP-ASYMMETRY Observational
Cross-sectional

79 participants 60-85 (75.3+ 6.7)
Men n= 25
Women n= 54

KET, RFD2go, LEP and asymmetrical deficit
Lower-limb pain

Lower-limb injury burden

Lower-limb muscle mass

\% HIP-ASYMMETRY Experimental

46 participants 60-85 (74.0+ 6.8)

KET, LEP and asymmetrical deficit

Randomized controlled trial Men n=14 Walking speed
Women n= 32 Dynamic balance
Mobility disability

MZ= monozygotic, DZ= dizygotic

LEP= leg extension power, KET= knee extension torque, RFDxo =rate of force development over the first 200 ms in isometric knee extension

€
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Female twin pairs of Finnish Twin Cohort born in 1924-1937 n=1260

Invited n=414 MZ n=178 DZ n=212 XZ n=24
Refused n=50 pairs +— n=51 pairs +— n=5 pairs
Poor Health n=28 pairs +— n=52 pairs +— n=>5 pairs <«—
Death n=2 pairs <«— n=3 pairs <+— n=1 pairs <+—
Baseline assessments n=217 MZ n=98 DZ n=106 XZn=13
After zygosity assessment n=217 MZ n=103 DZ n=114

FIGURE 1 Flow chart of the FITSA study. MZ = monozygotic twin pair, DZ = dizygotic
twin pair, XZ = twin pair with uncertain zygosity

4.1.2 Women recovering from a hip fracture (HIP-RECOVERY; III)

The HIP-RECOVERY study is a substudy of a larger research project on health
and mobility limitation in women with recent surgical repair of a hip fracture.
The study is an observational three-month follow-up study. Consecutive
admissions of women with surgical fixation of a proximal femoral fracture were
recruited for this study using daily admission lists of the John Radcliffe
Hospital trauma service. Subjects, admitted from their own home, a relative’s
home or sheltered housing, were medically assessed for eligibility for the study
protocol. In total, 69 women, aged 73-93 years, meeting the eligibility criteria
were approached (Figure 2). Exclusion criteria were aged under 70 years, acute
physical (e.g. delirium) or mental illness or distress, mental (Hodkinson mental
test score of less than 7/10; Hodkinson et al. 1972) or neurological impairment
(e.g. stroke or Parkinson), and taking drugs likely to affect neuromuscular
function. The hospital provided standard rehabilitation for all participants
comprising of inpatient routine physical therapy and pain management, and a
standard exercise advice sheet on discharge. The study protocol has been
described in detail by Lamb et al. (1995, 2002).

Nineteen patients with a surgical repair of a hip fracture participated in a
follow-up study with baseline assessments of mobility and leg extension power
on day six and seven after the surgery (week 1) and again 12 weeks later (week
13). Additionally, 24 patients, who had participated in a 6-week randomized
controlled trial right after the fracture, were included in the analyses. They
participated in identical assessments of mobility and LEP at week 1 and 13. In
the RCT, stratified block randomization was used to assign 12 patients to
neuromuscular electrical stimulation of the fractured limb (intervention) and 12
patients to placebo stimulation (control). The results of the RCT, reported by
Lamb et al. (2002), suggested that the effects of 6-week neuromuscular
stimulation were small and not clinically significant. Additionally, the outcome
variables used in the current study were similar between the intervention and
control groups and those subjects participating only in the follow-up study.
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Therefore the data of the follow-up and RCT study were pooled to increase
sample size to 43.

Population (consecutive hospital admissions) n=121

Admission due to hip fracture n=69
Excluded n=22 <+—
Not interested n=4 «—

Assessments week 1 n=43  Follow-up group n=19  Intervention group n=12  Control group n=12

(6-week intervention period)

A 4 A4 A 4

Assessments week 13 n=43 Follow-up group n=19  Intervention group n=12  Control group n=12

FIGURE 2 Flow chart of the HI>-RECOVERY study.

4.1.3 Men and women with a hip fracture history (HIP-ASYMMETRY; IV, V)

HIP-ASYMMETRY is a research investigating health, functional capacity and
rehabilitation of older men and women with a hip fracture history. Cross-
sectional data of all participants at baseline were utilized (IV), and the effects of
a combined strength-power training aiming to reduce asymmetrical strength
deficit were studied in a 12-week randomized controlled trial including all
participants without contraindications for training (V; registered as
ISRCTN34271567).

To avoid confounding of acute recovery effects, community-living 60-85-
year-old men and women with a femoral neck or trochanteric fracture within
six months to seven years prior to baseline were invited to participate in the
study. In 2004 and 2005, the patient records of the Central Finland Central
Hospital were used to identify all 452 patients alive with a hip fracture in the
years 1998-2004 and living independently in the Central Finland Health Care
District. All of them were informed about the study. Those willing to participate
were interviewed over telephone (n=132). We excluded patients with
neurological and progressive severe illnesses, amputation or inability to walk
outdoors without another person’s assistance. The flow chart of the study is
displayed in Figure 3. Eventually, 54 women and 25 men participated in the
baseline laboratory measurements. After clinical examination, those without
physical (American College of Sports Medicine 2000) or mental (Mini-Mental
State Examination score<21; Folstein et al. 1975) contraindications for
participation in the strength and power training were randomized into the
training (eight men, 16 women) and control group (six men, 16 women). The
groups were randomized by blocks of gender and stratified by average age.

Data were collected in two phases due to the small number of eligible
subjects in 2004. In 2005, in the same time of year (August-December), the study
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All residents of the Central Finland hospital district with a hip fracture in 1998 — 2004

Alive Informed n=452
No response n=259 <«—
Living in institution n=49 <+
Not-interested n=12 +—

A 4

Interviewed n=132

Unable to come to laboratory n=15 «—
Not eligible n=38 <«—
Baseline assessments n=79
Contraindications n=33 +—
Pre-trial assessments n=46 Training group n=24 Control group n=22

) 12-week intervention period
Drop-out / lost in follow-up n=1 n=2

Post-trial assessments n=43 Training group n=23 Control group n=20

FIGURE 3 Flow chart of the HIP~-ASYMMETRY study.

was repeated using the same protocol, infrastructure and staff for the
measurements and training; only the recruitment area was enlarged from the
city of Jyvdskyld and surrounding communities to cover the complete hospital
district. The data were pooled for analysis.

4.2 Ethics

The FITSA and HIP-ASYMMETRY study were approved by the Ethics
Committee of Central Finland Health Care District. Before the laboratory
examinations, the participants were informed about the study and written
informed consent was obtained. The HIP-RECOVERY study was approved by
the Central Oxford Research Ethics Committee and written informed consent
was obtained from participants.

4.3 Measurements

All measurement methods, their reliability and references are listed in Table 3.
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4.3.1 Muscle strength

Muscle strength was assessed for both lower-limbs separately. In the FITSA
study, participants were tested first on the side of the dominant hand. In the
HIP-RECOVERY study, participants were first tested on the non-fractured side.
In the HIP-ASYMMETRY study, alternate participants were tested first on the
fractured or non-fractured side.

Maximal (peak) voluntary isometric knee extension force was assessed
using an adjustable dynamometer chair (Good Strength, Metitur LTD, Palokka,
Finland; IV,V). The ankle was attached to a strain-gauge system with the knee
angle fixed at 60 degrees from full extension. Participants were encouraged to
extend the knee as hard as possible. After two to three practice trials,
measurements were performed at least three times until no further
improvement occurred. Each contraction was maintained for 2-3 seconds. The
inter-trial rest period was 30 seconds. The performance of highest maximal
force was used for analysis. Maximal force (IN) was registered and maximal
knee extension torque (KET; Nm) was calculated using the formula: force in
Newton*(chair lever arm in meter*cos 30°) (Sipild et al. 1996; 1IV,V). Muscle
torque is defined as the force that produces a turning, twisting or rotary
moment in any plane about and an axis, such as a joint (McArdle et al. 2000).
Maximal rate of force development (N/s) was recorded wusing the
manufacturer’s formula (V). In addition, the rate of force development over the
tirst 200 ms of the contraction (RFD20;; Nm/s) was derived from the force-time
curve (IV).

Maximal leg extension power (LEP; Watt, W) was assessed in all studies
using the Nottingham power-rig (Bassey & Short 1990; I-V). The seat position
was adjusted for lower-limb length. The participant was seated with the arms
folded and one foot was placed on the pedal attached to a flywheel, while the
other foot rested on the floor. After one to three practice trials, participants were
asked to push the pedal as hard and fast as possible five to ten times, until no
further improvement occurred. The inter-trial rest period was at least 30
seconds. The best performance was used for analysis. Due to pain or limitations
in knee or hip joint range of motion in the sitting position suggested by the
manufacturer, seven (IV) and five (V) hip fracture patients, respectively, were
allowed to sit with the back leaning backwards on the backrest and one patient
was seated on a cushion of seven cm height. The same position was used for
both lower-limbs, and in the pre-and post-trial measurement.

In the FITSA study, participants were stratified based on the level of LEP
of the stronger lower-limb and the asymmetrical LEP deficit. Participants with
LEP of the stronger limb below median (97 W) were considered to have poor
LEP. Participants belonging to the tertile with the largest side-to-side difference
in LEP (> 17 W) and participants with LEP measured in one lower-limb only
were considered to have an asymmetrical deficit.



TABLE3 Measurement methods and variables used in the study, including references and test-retest reliability.

Variables Paper Method and reference Reliability and reference Specifics
Muscle strength
Maximal voluntary isometric KET (Nm) I\AY Dynamometer CV 6% (Sipil4 et al. 1996) Both sides
RFD3po in isometric knee extension(Nm/'s) I\Y Dynamometer (Aagaard et al. 2002) Both sides
Maximal LEP (W) I-v Nottingham power-rig (Bassey &  CV 6-8% (Tiainen et al. 2005, Both sides
Short 1990) Lamb et al. 1995)
Maximal voluntary isometric handgrip force (N)  IV,V Dynamometer CV 6% (Rantanen et al. 1997) Dominant
Mobility limitation
10 meter maximal walking speed (m/s) I Photocells CV 5% (Rantanen et al. 1997)
10 meter habitual walking speed (m/s) Iv,v Photocells r=0.90 (Bohannon et al. 1997)
10 and 50 feet habitual walking speed (m/s) I Stopwatch CV 10% (Lamb et al. 1995)
Stair climbing speed (steps/s) I Stopwatch CV 9% (Lamb et al. 1995)
Balance function
20-sec tandem stance ability (yes/no) I Timer
Dynamic lateral balance test; \Y Force plate Time r=0.81, distance r=0.72
time (s) and distance (cm) (Sihvonen et al. 2004)
Fall surveillance
Injurious falls (n) I Fall calendar and telephone
interview (Tinetti et al. 1993)
Self-reports
Perceived difficulty to walk 2 km (cat) \% Self-rated r=0.82 (Laukkanen et al. 1995)
Perceived difficulty to perform daily activities (cat) V Self-rated
Self-rated health (cat) v Self-rated
Pain
Summed lower-limb pain on 4 locations (n) II Self-rated General
Hip pain (cat) III Self-rated (Keene et al. 1993) Fractured
Pain in hip (mm) \% Visual Analogue Scale r=0.95 (Pohjola 2006) Both sides
Sum of pain in knee and hip (mm) 1\ Visual Analogue Scale Both sides

(continues)
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TABLE3 (continues)

Variables Paper Method and reference Reliability and reference Specifics
Clinical examination
Chronic medical diseases (n) LI Self-reports confirmed by physician
Chronic medical diseases (n) I Extracted from medical records
Chronic medical diseases (n) Iv-v Medical records and self-reports
confirmed by a physician
Lower-limb injury burden (n) v Medical records and self-reports
confirmed by a physician
Prescription pain medication (yes/no) I\Y% Medical records and self-reports

confirmed by a physician

Anthropometry
Body weight (kg) I-V Beam scale
Body height (cm) LILIV,V Scale stadiometer
Lean body mass (kg) LIV Bioimpedance CV <2% (Sipild et al. 1996,
Volgyi et al. 2008)
Lower-limb muscle mass (kg) I\Y Bioimpedance Both sides
Physical activity
Physical activity (cat) LII Modified from Grimby 1986
Physical activity (p) IvV,V Yale Physical Activity Scale; sum

index (DiPietro et al. 1993)

KET = knee extension torque, RFDxq = rate of force development in the first 200 ms of isometric knee extension, LEP = Leg extension power
Cat = categorized scale, CV = coefficient of variation

6¢
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4.3.2 Mobility limitation

Maximal walking speed over 10 meters was assessed in a laboratory corridor
(I). The participants were allowed three meters for acceleration. Time was
measured using photocells. The participants were instructed to walk as fast as
possible, without compromising safety. The faster performance of two trials
was recorded. The participants wore walking shoes or sneakers, the test order
was the same for each participant, and the resting time between the tests was
one minute. Habitual walking speed over 10 meters was assessed in a
laboratory with non-slippery floor (V). The participants were allowed one trial
and walked on stocking feet. The use of walking aids commonly used for
walking inside was allowed. Three meters for acceleration was allowed and
time was measured using photocells.

The ability and time to walk over a distance of 10 feet (3.05 meters) safely
and at comfortable walking speed was assessed (III). Walking aids were
permitted. The walk, timed using a handheld stopwatch, started from
stationary position at the start line and ended with crossing the finish line. The
fastest time of two trials was recorded. Using a similar protocol, the ability and
time to walk a distance of 50 feet (15.25 meters) was assessed.

The ability and time to climb stairs was assessed on a staircase of five
steps with handrails on both sides. Time was measured using a handheld
stopwatch, starting from the footfall on the first step to the footfall on the top
step (III).

Walking speed (m/s; LIII,V) and stair climbing speed (steps/s; III) were
calculated for all participants able to complete the walking or stair climbing
task without human assistance. To be able to analyze all participants in the HIP-
RECOVERY study, those unable to perform the tasks without assistance were
assigned a walking (10 feet n=3 and 50 feet n=_8) or stair climbing (n=11) speed
of 0 m/s or 0 steps/s, respectively.

4.3.3 Balance

The standing balance test was performed with the participant in stocking feet
(I). During the tests, the participants were instructed to stand as still as possible
in a well-balanced position. The ability to maintain balance for 20 seconds in a
tandem position, one foot placed in front of the other with the feet touching,
was recorded. The participants were asked to keep their arms down by their
sides. Gaze was fixed at a marked point at eye level at a distance of two meters.
Timing started when a balanced and safe stance had been attained. The
participants were allowed one trial for each test. Correcting a disturbance in
balance by moving a foot or leg, or reaching for support with hands was
regarded as inability to maintain balance.

Dynamic balance was tested using the Good Balance computerized force
platform system (Good Balance, Metitur LTD, Palokka, Finland) (V).
Participants were asked to move their center of pressure along a track shown on
a computer screen (Sihvonen et al. 2004). The test was started from a well
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balanced standing position with the center of pressure in the middle. Weight
was shifted 10 times between two marks on the left and right with a nine cm
distance in-between. The performance time (time used to complete the test) and
the distance (the extent of the path traveled by the center of pressure during the
test) were measured. After two practice trials, the best of three repetitions
(shortest performance time) was chosen for analysis. The test was performed
with the participant on stocking feet and the participant was allowed to sit and
rest between the trials. An improvement in time (thus speed) and distance
(accuracy) indicates that the participants have more confident postural control,
while moving near the limits of stability (Sihvonen et al. 2004).

4.3.4 Perceived difficulty in mobility and daily activities

Perceived difficulty in mobility and daily activities were assed using a
questionnaire (V). Participants were asked to rate their ability to walk a distance
of two kilometers: 1) no difficulty, 2) some difficulty, 3) considerable difficulty,
4) impossible without assistance of another person, 5) impossible even with
assistance of another person. For the analysis, a dichotomous variable was
created differentiating those with (category 2-5) and without (category 1)
difficulty. Participants were also asked to rate their ability to perform daily
activities according to the most appropriate category: 1) excellent, 2) good, 3)
fair, or 4) poor. For the analysis, a dichotomous variable was created
differentiating those rating good or excellent (category 1 and 2) and those rating
it as fair or poor (category 3 and 4). In the experimental part of the HIP-
ASYMMETRY study, at post-trial, participants were additionally asked to rate
the change in ability to walk outdoors and ability to perform daily activities
since baseline. The response categories were: 1) improved, 2) no change, 3)
decreased.

4.3.5 Health status

Self-rated health

Self-rated health was assessed using a questionnaire (V). Participants were
asked to rate their general health according to the most appropriate category: 1)
excellent, 2) good, 3) fair, or 4) poor. For the analysis, a dichotomous variable
was created differentiating those rating their health as good or excellent
(category 1 and 2) and those rating it as fair or poor (category 3 and 4). In the
experimental part of the HIP-ASYMMETRY study, at post-trial, participants
were additionally asked to rate the change in general health since baseline. The
response categories were: 1) improved, 2) no change, 3) decreased.

Diseases and injury

In the FITSA (LII) and HIP-ASYMMETRY (IV,V) study, a thorough clinical
examination was performed. Information on the presence of chronic conditions
and use of medication were collected using a standardized questionnaire and
confirmed by a physician in the clinical examination. In the HIP-ASYMMETRY
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study, the medications were transcribed from current prescriptions, and
diagnoses were collected from medical records and radiological films. In the
FITSA and HIP-ASYMMETRY study, chronic diseases present for at least three
months, included cardiovascular diseases (such as ischemic heart disease and
hypertension), respiratory diseases (such as asthma and bronchitis),
neurological diseases (such as epilepsy and cerebrovascular dysfunction),
musculoskeletal diseases (such as knee, hip and foot osteoarthritis), rheumatic
diseases, hormonal diseases (such as diabetes and thyroid gland dysfunction),
liver or kidney diseases, and cancer. The number of chronic diseases was
calculated as a measure of co-morbidity. In the HIP-ASYMMETRY study, the
physician confirmed the presence of medical conditions affecting the lower-
limbs. The sum of the number of joints affected by osteoarthritis and the
number of fractures in the lower-limbs was calculated for each limb as a
measure for lower-limb disease and injury burden. The hip fracture was
included in the calculation. The use of pain medication prescribed by a
physician was registered as a dichotomous variable (yes/no; IV).

In the HIP-RECOVERY study, previous or present history of chronic
conditions was confirmed from the medical records. Comorbidity was assessed
using a checklist (Buchner et al. 1993) including the items myocardial infarction,
angina, cancer, diabetes, past fractures, arthritis hypertension, urinary
incontinence, cataracts, and hearing impairment.

Hip fracture status

In the studies including hip fracture patients, the cause of the hip fracture, the
fracture pattern, and type of surgical fixation were confirmed from the medical
records and radiological films (III-V). In the HIP-RECOVERY study, twenty-
two participants (51%) had suffered an intra-capsular fracture that was fixed
using hemiarthroplasty (77%) or osteosynthesis (23%). All extra-capsular
fractures (n=21) were fixed with osteosynthesis. In the HIP-ASYMMETRY
study, the hip fracture was surgically fixed with osteosynthesis in 37 patients
(47%) and with arthroplasty in 42 patients (53%). Additionally, in the HIP-
ASYMMETRY study, the number of days between the date of hip fracture and
1st August of the year of measurements (2004 or 2005) was calculated and used
as the variable for time elapsed since hip fracture. All data were collected
within 2-5 weeks from this date.

Pain

In the FITSA study, self-reported presence of pain in the hip, knee, ankle and
foot on most days for at least one month during the preceding year was
measured with a yes (score 1) or no (score 0) question. A sum index of pain,
ranging from 0 to 4, was created as a measure of wide spread pain in the lower
extremities.

In the HIP-RECOVERY study, post-operative pain in the fractured hip
was assessed using a method developed by Keene et al. (1993). The presence
and intensity of pain at rest and on walking was assessed by interview prior to
the measurements. Participants were asked to select one category, which best
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described their pain over the last 24-hours: 1) no pain, 2) occasional or slight
pain, 3) pain on initiation of activity, 4) pain with activity, not at rest, 5)
constant, yet bearable pain, and 6) constant, unbearable pain. For the analyses,
the hip pain measure was dichotomized as follows: categories 1-3 versus
categories 4-6.

In the HIP-ASYMMETRY study, participants were asked by means of a
questionnaire to indicate the level of pain in the hip and knee on the left and
right side during the last week using a visual analogue scale (range 0-100 mm).
Hip pain (V) or the sum of hip and knee pain (IV) of each lower-limb was used
for analyses.

Contraindications for safe participation

Potential contraindications for participation in the strength-power training (V)
were evaluated according to the criteria for exercise participation by the
American College of Sports Medicine (2000). In addition to these
contraindications, acute conditions such as inflammation were evaluated to
ascertain safe participation in the laboratory measurements (I-V).
Contraindications for measurements of muscle force and power were checked
for each lower-limb separately. Factors, such as pain (painful arthritis),
limitations in joint range of motion (endoprostheses) or inability to perform
satisfactory performance measurements were considered as exclusion criteria.

4.3.6 Background information

Anthropometry

Body weight (I-V) and height (LILIV,V) were measured in the laboratory or at
the hospital. Lean body mass and total body fat were assessed using
bioelectrical impedance (Spectrum II, RJL Systems, Detroit, MI, U.S.A) using the
manufacturer’s equation (LII). In the HIP-ASYMMETRY study, lean body mass
and the muscle mass in each lower-limb were estimated using bioelectrical
impedance (BC-418, TANITA Corporation, Tokyo, Japan) (IV).

Handgrip force

Maximal voluntary isometric handgrip force of the dominant hand was
assessed using an adjustable dynamometer chair (Good Strength, Metitur LTD,
Palokka, Finland) and used as an indicator for general force (Rantanen et al.
1999a, Rantanen et al. 2003; IV,V). In the assessment, the dynamometer was
fixed to the arm of the chair with the elbow flexed in an angle of 90 degrees.
Participants were encouraged to squeeze the handle as hard as possible. The
testing protocol was the same as for the isometric knee extension force
assessment.

Physical activity

The present status of physical activity was assessed using a self-report scale by
Grimby et al. (1986) with slight modifications (LII). The highest category of the
initial scale was divided into two categories separating those participating in
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regular exercise fitness activities from those active in competitive sports. The 7-
point scale ranged from one (hardly any activity) to seven (participation in
competitive sports). Participants were considered sedentary if they reported no
other activity than light walking once or twice a week.

In the HIP-ASYMMETRY study, the level of physical activity was assessed
by interview using the YALE physical activity questionnaire (DiPietro et al.
1993). The questionnaire includes a physical activity dimension sum index,
which is the summation of five weighted subindices. Participants were asked
how many times they performed vigorous physical activity (weight 5) and
leisure walking (weight 4) during the past month and the duration of each
physical activity session. The frequency, duration score, and the weight of the
respective activity were multiplied. Additionally, participants were asked to
estimate the duration of the time spent moving around (weight 3), standing
(weight 2) and sitting (weight 1) on an average day in the past month. The
duration scores were multiplied by the weight of each subindex.

4.3.7 Fall surveillance

Data on falls and related injuries were collected prospectively for 1-year using
monthly fall calendars and telephone follow-up (II; Tinetti et al. 1993). A fall
was defined as unintentionally coming to rest on the ground, floor, or other
lower level, other than as the consequence of sudden onset of acute illness or
overwhelming external force (Kellogg International Work Group 1987). Falls
resulting in fracture, bruise, laceration or pain were considered injurious. Two
dichotomous variables were created: ‘at least one injurious fall" versus ‘no
injurious falls” and ‘recurrent (two or more) injurious falls” versus ‘one or no
injurious fall’.

4.3.8 Asymmetrical measures

Asymmetrical deficit in muscle strength

In the healthy older women (LII), the relative LEP difference between the
stronger and weaker lower-limb was calculated according to Formula 1 and
used as measure for asymmetrical deficit. The value 0% represents equal LEP in
both lower-limbs, thus no asymmetrical deficit.

|Weak - Strong|

Strong

FORMULA 1: x100%

In studies IIl and IV asymmetrical deficit in the different muscle strength
measures (KET, RFD and LEP) was calculated according to Formula 2. The
value 50% represents equal strength in both lower-limbs, indicating no
asymmetrical deficit. Values lower than 50% indicate poorer strength on the
fractured side. This formula was used as it creates a situation in which strength
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deficits are distributed equally around the value of 50% irrespective of whether
the deficit is present on the fractured or non-fractured side.

FORMULA 2: Fractured %100%

Fractured + Nonfractured

Participants in the HIP-ASYMMETRY study were stratified based on baseline
asymmetrical deficit in KET, RFD and LEP (IV). Participants with a consistent
deficit in muscle strength of the fractured limb (asymmetrical deficit <50% for
all measures) were compared to participants with either no asymmetrical deficit
or a deficit in the non-fractured lower-limb for at least one of the muscle
strength measures. In those with strength measures in one leg only (n=1 for
KET and RFD, and n=4 for LEP, respectively); the leg not measured due to pain
or limitation in range of motion was considered to be the weaker leg.

In the experimental part of the HIP-ASYMMETRY study, the
asymmetrical deficit was calculated according to Formula 3 to bring about an
equal distribution of strength deficits. The value 50% represents equal muscle
strength in both lower-limbs, indicating no asymmetrical deficit. Values lower
than 50% indicate poorer strength in the weaker limb as defined for training
(WEAKIleg; see paragraph 4.4.1).

WEAKleg
WEAKleg + Stronger

FORMULA 3: x100%

For this summary, the asymmetrical LEP deficit of the FITSA study participants
was additionally calculated according to Formula 4 to obtain similar values for
comparison with the other studies. All values were 50% (equal muscle strength
in both lower-limbs) or below.

FORMULA 4: Weaker %100%

Weaker + Stronger

Other asymmetrical measures

In the HIP-ASYMMETRY study (IV), the side-to-side differences in lower-limb
pain (summed hip and knee pain score), lower-limb disease and injury burden
(osteoarthritis and fracture) and lower-limb muscle mass were calculated as
asymmetrical measures, in a way that the correlations between the
asymmetrical deficit in muscle strength and the other asymmetrical measures
were expected to be positive if our hypothesis were true. According to our
hypothesis, more intense lower-limb pain, higher lower-limb disease and injury
burden and lower lower-limb muscle mass will occur on the same side as the
asymmetrical deficit in muscle strength. The asymmetrical lower-limb disease
and injury burden and asymmetrical lower-limb pain were calculated according
to Formula 5. Asymmetrical lower-limb muscle mass was calculated according
to Formula 6.
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FORMULA 5: Nonfractured — Fractured

FORMULA 6: Fractured — Nonfractured

4.4 Strength - power training (V)

In the HIP-ASYMMETRY study, participants without contraindications for the
strength-power training participated in the RCT of PRT. The aim of the training
was to reduce asymmetrical deficit and to increase force and power of the lower-
limb muscles. A 12-week individually tailored training program was organized
twice a week (1-1.5 h) in a senior gym for participants of the training group. The
training sessions were supervised by an experienced physiotherapist. The
training compliance was calculated according to Formula 7.

FORMULA 7- SessionsAttended %100%

SessionsOlffered

Power calculations performed in advance, indicated that a minimum of 30
subjects should be included in both study groups to detect significant changes
in the main outcome measures (muscle force, power, balance) at a=0.05 and
p=0.20 (power 80%). Despite the intensive recruitment, our design was slightly
underpowered with 22-24 persons per group.

4.4.1 Weaker lower-limb for training

As the purpose of the training was to reduce asymmetrical strength deficit,
WEAKIleg was defined based on maximal knee extension force, maximal rate of
force production, and maximal LEP for each participant in the training and
control group. WEAKIleg was defined as the lower-limb that had lower values
in at least two of the measures. A side-to-side difference larger than 5% in the
lower-limbs (( | difference between lower-limbs |/best result)*100%) was
considered meaningful. In participants measured in one lower-limb only due to
pain, the limb not measured was considered to be WEAKIleg. In participants of
the training group with conflicting or unclear results for WEAKIleg, the 1-
repetition maximum (1RM) of the unilateral leg press exercise, estimated
during the first training sessions, was used to ascertain the choice. The 1RM
was estimated from a 3-6RM test using a conversion table (McDonagh & Davies
1984) for the leg press, knee flexion, and hip abduction and adduction exercises
trained with pneumatic resistance equipment (Ab HUR Oy, Kokkola, Finland).

4.4.2 Strength-power training

Each training session included both strength and power exercises and started
with a 10-minute warming-up sitting on a chair. Pneumatic resistance
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equipment was used for the leg press, knee flexion, hip abduction and
adduction exercises. Exercises were performed with as large a range of motion
(ROM) as possible with pain-free performance. The training equipment allowed
for limiting the ROM individually for each lower-limb. The ankle plantarflexion
exercises, rising to the toes and returning the heel onto the ground, were
performed with a weighted vest in front of a mirror while holding a handrail.
WEAKIleg was trained first in every exercise, and more sets and repetitions
and/or a higher resistance were used.

The first two training sessions were used to familiarize the participants
with the facility, equipment and staff. The exercises were performed with very
low loads and correct movement technique was assured. In the following
sessions, the 1RM was estimated (see paragraph 4.4.1). The assessment, one
exercise at a time, was repeated during the weeks six, seven and eight.
Throughout the training period, the intensity was increased progressively when
tolerated. The intensity was based on the latest 1IRM estimation and adjusted
individually.

In week seven, isometric force and LEP measurements were repeated for
the training group to check whether the asymmetrical deficit still existed. If
reversion of the power (n= 6) or force (n= 2) deficit or both (n= 1) had occurred,
from week nine onwards, these participants trained the power and/or strength
exercises similarly for both lower-limbs according to protocol of WEAKleg
(more intensive protocol). One participant had no deficit at baseline and
therefore trained both lower-limbs similarly, according the protocol of
WEAKIeg for the whole period.

A physician was consulted for all pain and other medical symptoms
emerging during the training period. This was done to ascertain which of the
symptoms were likely to be related to the training and whether they affected
the training.

Power training

The power exercises, leg press and ankle plantarflexion, aiming to increase
muscle power and movement velocity were performed early in the training
session in sets of 12 repetitions. Relatively low resistance was used and the
concentric phase of the contraction was performed as fast as possible. The leg
press exercise for WEAKIleg consisted of 3-4 sets and for the stronger lower-
limb of 2-3 sets with a resistance of 40-50% of 1RM. The ankle plantarflexion
exercise was performed standing on both legs, for safety reasons, in 2-3 sets
using a weighted vest with 0-10% of body weight.

Strength training

The strength exercises aiming to increase muscle force were performed at a
slower pace, with fewer repetitions (WEAKleg: 2-3 sets of 8 repetitions; and
stronger lower-limb: 1-2 sets of 10 repetitions), and higher resistance. Leg press,
knee flexion and hip abduction and adduction exercises were performed with a
resistance of 60-80% of 1RM for WEAKIleg and 50-70% of 1RM for the stronger
lower-limb. From week eight onwards, the leg press strength exercise was
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performed only once a week due to time restrictions. The ankle plantarflexion
strength exercise was performed standing on one leg with 0-15% of
bodyweight, if necessary the other foot was allowed to touch the floor for
balance.

4.4.3 Control group

The control group did not receive any intervention. Participants were
encouraged to continue their lives as usual and maintain their lifestyle habits
during the 12-week trial.

4.5 Statistical analyses

For each participant, the absolute change in the LEP and mobility measures
over time was calculated according to Formula 8 (III).

FORMULA 8: Weekl3 —Weekl

The relative change in KET, LEP, mobility and balance measures between the
pre- and post-trial measurements was calculated according to Formula 9 and
for the asymmetrical deficit the change in time was calculated according to
Formula 10 (V).

FORMULA 9: 2252~ F7€ 100%

Pre
FORMULA 10: Post — Pre

In the FITSA study, group specific marginal means and 95% confidence
intervals (95%CI) of each continuous variable were calculated with general
linear univariate analyses of variance with the twin pair variable as a random
effects factor to adjust for the dependency between the sisters. The adjusted
values were saved and used for further analysis. Categorical variables were
entered in the analyses without adjustment. Analyses were performed
including and excluding those with only one lower-limb measured for LEP.
Since the results were similar, only the analyses including all participants are
reported.

In the HIP-RECOVERY study, analyses were performed including and
excluding those unable to perform the mobility tasks without assistance of
another person. Since the results were similar, only the analyses including all
participants are reported.

In the HIP-ASYMMETRY study, statistical tests were first performed
separately for men and women. Since the results were similar, the data were
pooled to obtain larger sample size. Participants with missing variables in the
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muscle force and power tests or bioelectrical impedance measurements were
dropped from the respective analysis only. For the RCT, all reported results
were derived from intention-to-treat analysis. Exclusion of those with poor
compliance did not materially change the results.

In all studies, SPSS software was used for analysis and statistical
significance was set at p<0.05. Normality of data was tested using Kolmogorov-
Smirnov tests. Differences between the lower-limbs were tested with paired
sample T-tests or Wilcox P tests. Group differences in normally distributed
variables were tested with independent T-tests or analyses of variance
(ANOVA). Mann-Whitney U tests were used for non-parametric variables, and
Kruskal-Wallis or y2-tests for categorical variables. Due to slight distortion of
the distribution of pain in the non-fractured limb in study IV, pain was tested
using parametric and non-parametric tests.

Associations between walking velocity and the LEP measures were
analyzed with partial correlation and the group differences were analyzed
using a general linear multivariate analysis (two-way ANOVA) (I). The tandem
stance ability was analyzed with a general linear univariate analysis to compare
the muscle power measures among those able and unable to maintain tandem
stance (I). Logistic regression was used to assess the risk of inability to maintain
tandem stance (I) and to asses the risk for injurious falls (II). The analyses were
adjusted for age, body weight, and body height (LII). Additionally, in study II,
the analyses were adjusted for the number of diseases, the level of physical
activity, and lower-limb pain.

Multiple linear regression analysis was used to test whether LEP and
asymmetrical LEP deficit were associated with 10 and 50 feet walking and stair
climbing speed (III). To identify the combined effects of LEP and asymmetrical
deficit, it was therefore decided to use LEP of the non-fractured limb as
measure for general LEP in the regression models. Additionally, LEP of the
fractured limb was entered as determinant in separate models. Cross-sectional
models at week 1 (Model 1-2) and 13 (Model 3-4) as well as longitudinal models
(Model 5-6) were constructed to predict walking and stair climbing speed. The
longitudinal models were adjusted for baseline walking (Models a-b) or stair
climbing (Models c) speed, respectively. Finally, the change in time in LEP of
the fractured limb (Model 7), LEP of the non-fractured limb (Model 8) and the
asymmetrical LEP deficit (Model 9) were entered separately into regression
models and related to the change in walking or stair climbing speed over time.
To account for the dependency of change from the baseline level, these models
were adjusted for baseline LEP of the fractured or non-fractured lower-limb,
respectively, baseline asymmetrical LEP deficit and baseline mobility. In
addition, all models were adjusted only for potential confounding variables
(age, body weight, pain, and treatment) that had a significant correlation with
the LEP or mobility measures in univariate analysis.

Multiple linear regression analysis was used to predict the level of
asymmetrical deficit in KET, RFD2g0 or LEP, respectively (IV). The asymmetrical
lower-limb pain, lower-limb disease and injury burden, and lower-limb muscle
mass variables were entered as predictors in the models. Only the final models
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including significant determinants are shown. Additionally, the models were
adjusted for potential confounders (age, gender, time since fracture, type of
fixation of the hip fracture, and prescribed pain medication) one at a time as the
sample size did not allow for simultaneous inclusion.

In the experimental study (V), the analyses were adjusted for the year of
participation as a precaution to account for potential effects of factors such as
group dynamics. Training effects were analyzed as group-time interaction (IA)
derived from repeated measures ANOVA. Additionally, the difference between
the mean (and 95%ClI) relative change in the training and control group (effect)
was calculated. The perceived change in mobility and daily activities, and the
perceived change in self-rated health from pre- to post-trial were tested using
cross-tables with McNemar tests (within-group change) and x2-tests (group
difference).



5 RESULTS

5.1 Sample characteristics

Table 4 shows characteristics of the women in all three samples. In FITSA (LII),
the women were on average 68.6 + 3.4 year-old, and they had on average 2.4 +
1.1 chronic diseases. The participants were stratified based on LEP of the
stronger lower-limb and the asymmetrical deficit. Table 5 shows that
participants with higher LEP were somewhat younger than those with poor
LEP. Additionally, their body weight and lean body mass were higher and they
were taller compared to those with poor LEP. A higher proportion of the
women in the groups with poor LEP reported no more than light walking once
or twice a week as physical activity (sedentary; 31-41%) compared to those in
the group with higher LEP (18-21%; p<0.001). There was no difference in
physical activity level in the groups with and without asymmetrical deficit
(p=0.931). The prevalence of pain in the lower-limbs was similar over the
groups (29-39%; p=0.600 for LEP of the stronger limb and p=0.237 for
asymmetrical deficit). The prevalence of any disease or category of diseases did
not differ among the participants.

TABLE 4 Participant characteristics of the women in all samples; women one week after
hip fracture surgery (HIP-RECOVERY; III), women '2-7 years after hip fracture
(HIP-ASYMMETRY; 1V), and healthy older women (FITSA; LII).

HIP-ASYMMETRY

HIP-RECOVERY FITSA
(Women)

n Mean+SD n Mean+SD n Mean + SD
Age (yr) 43 82759 54 76.0£6.2 419 68.6+3.4
Body weight (kg) 43 599+122 54 68.0+11.2 419 70.0 £10.4
Body height (cm) - - 54 159.0+£58 419 158.6 £5.7
Lean body mass (kg) - - 48 429+44 418 46.0+4.1
Chronic diseases (n) 43 1 (0-4)* 53 3519 418 24+1.1
Time since fracture (d) 43 7 54 1485+ 659 - -

* Median (range)



TABLES5 Characteristics of the healthy older women (FITSA; LII) stratified based on leg extension power (LEP) and the asymmetrical (Asym)
deficit. Poor LEP was defined as LEP of the stronger lower-limb below median (high LEP: above median), and asymmetrical deficit as
the tertile of the highest absolute side-to-side LEP difference and those with LEP measured on one side only (without asymmetrical
deficit: two tertiles of smaller LEP difference).

Poor LEP High LEP
Asym Deficit Without Asym Deficit Asym Deficit Without Asym Defit

(n=73) (n=133-134) (n=96) (n=116) 1 2 3

Mean 95% CI Mean 95% CI Mean 95% CI Mean 95% CI P p P

Age (yr) 68.8 68.0-69.7 69.3 68.7-69.9 68.0 67.3-68.7 68.0 67.5-68.6 0.281 <0.001  0.004
Body Weight (kg) 68.5 66.5-70.5 67.8 66.2-69.3 71.9 70.2-73.7 71.7 70.0-73.3 0.993  0.018  0.091
Body Height (m) 1.58 1.57-1.59 1.57 1.57-1.58 1.60 1.59-1.61 160 1.60-161 0.298  0.007  0.047
Lean body mass (kg) 44.8 43.9-45.6 44.4 43.7-45.0 47.5 46.8-48.2 47.5 46.8-48.2 0.697 <0.001  0.001
Chronic Diseases (n) 2.4 2.2-2.7 2.5 2.3-2.7 2.4 2.2-2.6 2.2 2.1-2.4 0.164  0.588  0.295

1 test of difference between those with and without asymmetrical deficit
2 test of difference between those with poor and high LEP
3 test of difference between all 4 groups

4%
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In the HIP-RECOVERY study (III), the participants were on average 82.7 + 5.9
year-old and had a median of 1 chronic disease with a range from 0 to 4 (Table
4). At one week after surgical repair of the hip fracture, 12% of the participants
experienced no pain, 40% occasional or slight pain, 23% pain on initiation of
activity, 14% pain with activity, 7% constant yet bearable pain and 5% constant
unbearable pain in the fractured hip. At week 13, 31% of the women reported
no pain, 57% occasional or slight pain, and 12% pain on initiation of activity.

For comparison with the first two data sets, the characteristics of the HIP-
ASYMMETRY study at baseline are reported first for the women only (Table 4).
The women were on average 76.0 + 6.2 year-old, and they had on average 3.5 +
1.9 chronic diseases. On average over 4 years had passed since the hip fracture.
Table 6 displays the characteristics of the pooled sample of the men and women
in the study (IV). They were on average 75.3 + 6.7 year-old and on average over
4 years had passed since the hip fracture. Twenty-two patients (28%) used pain
medication prescribed by a physician.

Additionally, participants of the HIP-ASYMMETRY study without
contraindications for the training participated in the randomized controlled
trail (V). Table 6 shows that the physical characteristics at baseline were not
different for the training and control group. Participants were on average 73.8-
year-old and on average over 4 years had elapsed since the hip fracture. In 83%
of the participants the fractured limb was WEAKIeg. In the training and control
group, the level of pain in the hip of WEAKIleg (34.8 + 6.9 mm and 39.6 £ 7.1
mm, respectively) was significantly (p<0.009) higher than in the stronger lower-
limb (5.0 + 3.7 mm and 15.2 + 5.7 mm, respectively) at baseline. However, the
intensity of the pain in the hip in WEAKIleg (p=0.632) and the stronger limb
(p=0.131) was not significantly different between the two groups.

5.2 Leg extension power, asymmetrical deficit and mobility

LEP
Figure 4 displays LEP of the women in the three study projects. In the healthy
women (LIT), mean LEP in the weaker lower-limb was 86.3 £ 28.1 W and that in
the stronger lower-limb 100.2 £ 30.3 W (p<0.001). The relative LEP difference
between the stronger and weaker lower-limb was on average 15 * 9%. The
asymmetrical LEP deficit, calculated for this summary as the ratio of LEP of the
weaker lower-limb to the sum of LEP in both lower-limbs, was on average 43.6
+8.1% (range 29.6 - 50.0%).

In the HIP-RECOVERY study (IlI), mean LEP of the fractured limb was
222 £15.5 W and LEP of the non-fractured lower-limb was 52.5 + 24.3 W one
week after hip fracture surgery (Figure 4; p<0.001). The asymmetrical deficit
ranged between 9 and 57%, being on average 28.5 + 10.2%. Twelve weeks later,
LEP of the fractured limb had on average doubled (44.1 + 21.4 W; p<0.001),
while LEP of the non-fractured limb had increased by 30% (65.5 + 28.7 W;



TABLE 6  Baseline physical characteristics of the men and women %-7 years after hip fracture (IV). Group differences between those with
(asymmetrical deficit for all strength measures <50%) and without a consistent strength deficit on the fractured side (IV), and between
those in the training and control group of the randomized controlled trial (V) were tested with independent T-tests.

1Y I\Y \Y
Consistent deficit No consistent Training group Control group
All (n=79) (n=37) deficit (n=35) T-Test#* (n=24) (n=22) T-Tests
Mean + SD Mean + SD Mean + SD P Mean + SD Mean + SD p

Age (yr) 753+6.7 73778 76.5+54 0.075 73.8+6.6 74172 0.882

Time since hip fracture (d) 1544 + 740 1556 + 812 1607 = 693 0.778 1587.7 £736.2 1551.0 £ 857.2 0.877

Body weight (kg) 71.1+£12.2 73.6+124 69.2+124 0.140 71.1+11.0 725+12.0 0.671

Body height (m) 163.3+£9.0 165.3 +9.7 161.5+7.1 0.062 1.72+0.1 1.77£0.1 0.223

Lean body mass (kg) 47.7+9.2 49.3+10.2 46.1+8.0 0.174

Chronic diseases (n) 3220 3.0£20 33+19 0.584 28+14 23+14 0.180
Physical activity * (p) 36.8 £20.0 40.22 £20.6 33.80 £18.1 0.165 41.1+20.1 44.0+20.2 0.632
Handgrip strength (N) 229.2+91.3 250.2 + 102.6 207.9+£76.3 0.055 245.5+81.3 251.0 £ 96.0 0.835

*Sum index of the YALE physical activity questionnaire

# difference between the groups with and without a consistent deficit
§ difference between the training and control group

2]
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FIGURE4 Mean (£ standard deviation) leg extension power (LEP) of the lower-limbs in
the women of all samples; women one (W1) and 13 weeks (W13) after hip
fracture surgery (HIP-REC; IIl), women %-7 years after hip fracture (HIP-
ASYM; IV), and healthy older women (FITSA; I).

p<0.001). However, LEP of the fractured limb remained significantly impaired
in comparison to the non-fractured limb (p=0.001). At week 13, asymmetrical
deficit had reduced, to an average of 40.4 + 8.6% (range 15.0-59.7%).

In women of the HIP-ASYMMETRY study, on average four years after hip
fracture, LEP was on average 64.6 + 31.7 W in the fractured limb and 76.1 + 36.0
W in the non-fractured lower-limb (p<0.001; Figure 4). The asymmetrical deficit
ranged between 32.3 and 53.6%, and was on average 45.7 £ 5.1%. In the pooled
sample of men and women, LEP was on average 84.2 + 44.3 W in the fractured
limb and 101.4 + 54.4 W in the non-fractured limb (p<0.001; IV). The asym-
metrical deficit was on average 45.4 + 5.5%, with a range from 32.3 to 62.0%.

Walking speed

Figure 5 displays the mean walking velocity in the women of the three study
projects. Mean maximal walking speed over 10 meters was 1.7 + 0.3 m/s in the
healthy older women (I). In the HIP-RECOVERY study (III), habitual walking
speed was on average 0.18 £ 0.12 m/s over 10 and 50 feet one week after hip
fracture surgery. However, three women (7%) were unable to perform the 10
feet, and eight women (19%) the 50 feet walking test without assistance of the
measurer. Including these participants, average walking speed, was 0.16 + 0.12
m/s over 10 feet and 0.15 + 0.13 m/s over 50 feet. At week 13, all participants
were able to perform the walking tests. Average walking speed had improved
significantly compared to week 1 (p<0.001) and was 0.57 £ 0.29 m/s and 0.58 +
030 m/s over 10 and 50 feet, respectively. In the women of the HIP-
ASYMMETRY study, average habitual walking speed over 10 meters was 0.9 +
0.2 m/s. In the pooled sample, walking speed was on average 1.0 £ 0.3 m/s.
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FIGURE5 Mean (+ standard deviation) walking speed over 10 feet and 10 meters,
respectively, in the women of all samples; women one (W1) and 13 weeks
(W13) after hip surgery (H-REC; III), women %2-7 years after hip fracture (H-
ASYM; 1V), and healthy older women stratified based on leg extension power
(LEP) and the asymmetrical deficit (FITSA; I). Poor LEP (We) was defined as
LEP of the stronger lower-limb below median (high LEP (Str) above median),
and asymmetrical deficit (As) as the tertile of the highest absolute side-to-side
LEP difference and those with LEP measured on one side only (without
asymmetrical deficit (No): two tertiles of smaller LEP difference).

Stair climbing

Of the women recovering from hip fracture (III), 11 women (26%) were unable
to perform the stair climbing test without assistance of the measurer one week
after surgery. The mean stair climbing speed was excluding those unable to
perform the task 0.49 + 0.32 steps/s and including all participants 0.36 + 0.35
steps/s. At week 13, all participants were able to perform the stair climbing test
and the average stair climbing speed (1.06 + 0.58 step/s) had improved
significantly compared to week 1 (p<0.001).

5.3 Leg extension power, asymmetrical deficit, and its
associations with mobility, balance and falls

5.3.1 Healthy older women (I, II)

Walking speed (1)

Higher LEP in the stronger and weaker lower-limb were associated with higher
maximal walking speed (r=0.45 p<0.001 and r=0.48 p<0.001, respectively) after
adjustment for age, body height and body weight. Additionally, larger
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asymmetrical LEP deficit was associated with slower walking speed (r= - 0.23,
p<0.001).

Figure 5 shows the mean maximal walking speed in the groups based on
LEP of the stronger lower-limb and the asymmetrical deficit. Walking speed
was highest among those with high LEP and without asymmetrical LEP deficit,
and decreased with decreasing LEP and increasing asymmetrical LEP deficit.
Multivariate analysis showed that, after adjustment for age, body height and
body weight, the variables of LEP of the stronger limb (p<0.001) and the
asymmetrical LEP deficit (p=0.027) were independent predictors of walking
speed without an interaction effect (p=0.573).

Standing balance (I)

Fifty participants (12% of the sample) were unable to maintain tandem stance
for 20 seconds. After adjustment for age, body height and body weight, those
unable to maintain tandem stance had poorer LEP in the stronger (88.5 W,
95%CI 82.0 - 95.0 W) and weaker (72.9 W, 66.4 - 79.4 W) lower-limb than those
who were able (103.7 W, 101.0 - 106.4 W, p<0.001; and 89.4 W, 86.6 - 922 W,
p<0.001; respectively). Additionally, those unable to maintain balance had a
larger asymmetrical LEP deficit (18.8%, 15.7 - 21.9%) than those able (14.0%,
12.7 - 15.4%). Of those with poor LEP, 69% with asymmetrical deficit was able
to maintain tandem stance for 20 seconds compared to 82% of those without
asymmetrical deficit. Of those with high LEP, 90% with asymmetrical deficit
and 92% of those without asymmetrical deficit were able to maintain tandem
stance. Logistic regression analysis revealed that for participants with poor LEP,
the risk for inability to maintain tandem stance was nearly 6-fold greater in
those with asymmetrical LEP deficit and nearly 3-fold greater in those without
asymmetrical LEP deficit compared to the risk among those with high LEP and
without asymmetrical LEP deficit (reference group; Figure 6). Among those
with high LEP, asymmetrical LEP deficit was not associated with an increased
risk.
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FIGURE 6 Odds ratio for not being able to maintain balance in a tandem stance position
for 20 seconds in healthy older women stratified based on leg extension power
(LEP) and the asymmetrical deficit (I). Poor LEP was defined as LEP of the
stronger lower-limb below median (high LEP: above median), and
asymmetrical (asym.) deficit as the tertile of the highest absolute side-to-side
LEP difference and those with LEP measured on one side only (without
asymmetrical deficit: two tertiles of smaller LEP difference).
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Injurious falls (II)

During the one-year follow-up, 111 participants reported in total 171 injurious
falls. Of those with asymmetrical LEP deficit, 22% reported a single injurious
fall and 12% recurrent injurious falls. For those without asymmetrical LEP
deficit, the corresponding figures were 18% and 5%, respectively. The relative
risk for at least 1 injurious fall was 1.7 and for recurrent injurious falls 2.4
among those with asymmetrical LEP deficit compared to those without (Figure
7). Adjusting for potential confounders did not materially change the estimates.
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FIGURE7 Odds ratio for the incidence of at least one injurious fall (= 1) or recurrent
injurious falls (= 2) in the 1-year follow-up in healthy older women with
asymmetrical leg extension power (LEP) deficit in reference to those without.
Asymmetrical LEP deficit was defined as the tertile of largest side-to-side
difference and those able to perform LEP testing in one leg only (without: two
tertiles of smaller side-to-side difference). Crude and adjusted (age, body
weight and height, number of diseases, physical activity and lower extremity
pain) analyses are shown (II).

5.3.2 Women recovering from a hip fracture (III)

Mobility

Cross-sectional linear regression analyses showed that at week 1 and 13 after
hip fracture surgery, poorer LEP of the fractured and non-fractured lower-limb
correlated with slower 10 and 50 feet walking and stair climbing speed (Table
7). Additionally, larger asymmetrical deficit was associated with slower stair
climbing speed (Models 2c and 4c). In the longitudinal analysis, baseline LEP of
the non-fractured limb also predicted mobility function 3 months later, while
the asymmetrical deficit in these models and LEP of the fractured limb did not
(Table 8). Adjustment for potential confounders (age, body weight, and pain in
model 1,2 and 5, age and pain in model 3, and age and body weight in model 4
and 6) did not materially change the estimates (data not shown).

The increase in LEP of the fractured limb was associated with the increase
in walking and stair climbing speed (Models 7; Table 9). The increase in LEP of
the non-fractured limb was not associated with the increase in any mobility task
(Models 8). The decrease in asymmetrical LEP deficit was associated with the



TABLE7 Cross-sectional multiple linear regression models predicting walking speed (m/s) over 10 (a) and 50 (b) feet or stair climbing speed (c;

steps/s) at week 1 and 13 after hip fracture surgery (III). Leg extension power (LEP) of the fractured limb (model 1 and 3) or the
combination of LEP of the non-fractured lower-limb and asymmetrical (asym) LEP deficit (model 2 and 4) were entered into the models
as determinants.

Week 1 Week 13
Model 1 Model 2 Model 3 Model 4
R2 B P R?2 B P R? B p R2 B p
a) 10 feet walking speed 0.237 0.001 0.331 <0.001 0.258 0.001 0.346 <0.001
LEP fractured limb 0.487 0.001 - - 0.508 0.001 - -
LEP non-fractured limb - - 0.531 <0.001 - - 0.616  <0.001
Asymmetrical LEP deficit - - 0.232 0.080 - - 0.140 0.304
b) 50 feet walking speed 0.244 0.001 0.330 <0.001 0.272 <0.001 0.303 0.001
LEP fractured limb 0.494 0.001 - - 0.522  <0.001 - -
LEP non-fractured limb - - 0.525 <0.001 - - 0.560 <0.001
Asymmetrical LEP deficit - - 0.346 0.064 - - 0.098 0.470
c) Stair climbing speed 0.210 0.002 0.234 0.005 0.377 <0.001 0.387 <0.001
LEP fractured limb 0.458 0.002 - - 0.614 <0.001 - -
LEP non-fractured limb - - 0.349 0.016 - - 0.615 <0.001
Asymmetrical LEP deficit - - 0.343 0.018 - - 0.402 0.004

69



TABLES8 Longitudinal multiple linear regression models predicting walking speed (m/s) over 10 (a) and 50 (b) feet or stair climbing speed (c;

steps/s) at week 13 after hip fracture surgery (W13; III). Baseline (W1) leg extension power (LEP) of the fractured limb (model 5) or the
combination of LEP of the non-fractured lower-limb and asymmetrical LEP deficit (model 6) were entered into the models as
determinants. Additionally, the models were adjusted for baseline mobility.

Model 5 Model 6
R2 B P R? B p
a) 10 feet walking speed W13 0.263 0.002 0.356 0.001
LEP fractured limb W1 0.256 0.107 - -
LEP non-fractured limb W1 - - 0.448 0.006
Asymmetrical LEP deficit W1 - - 0.020 0.881
10 feet walking speed W1 0.337 0.036 0.221 0.166
b) 50 feet walking speed W13 0.283 0.001 0.372 <0.001
LEP fractured limb W1 0.142 0.361 - -
LEP non-fractured limb W1 - - 0.365 0.020
Asymmetrical LEP deficit W1 - - -0.048 0.717
50 feet walking speed W1 0.447 0.006 0.339 0.035
c) Stair climbing speed W13 0.254 0.003 0.311 0.002
LEP fractured limb W1 0.267 0.090 - -
LEP non-fractured limb W1 - - 0.354 0.018
Asymmetrical LEP deficit W1 -0.024 0.866

stair climbing speed W1 0.322 0.042 0.332 0.035

[N
e}



TABLE9  Multiple linear regression models predicting the change (A) in walking speed (m/s) over 10 (a) and 50 (b) feet or stair climbing speed
(c; steps/s) between week 1 and 13 after hip fracture surgery. The change in leg extension power (LEP) of the fractured (model 7) and
non-fractured (model 8) lower-limb, and the change in asymmetrical LEP deficit (model 9) were entered as determinants into the
models. Additionally, the models were adjusted for the respective baseline (W1) LEP and mobility measures (III.)

Model 7 Model 8 Model 9
R? B p R? B p R? B p
a) A10 feet walking speed 0.172 0.059 0.213 0.054 0.188 0.087
A LEP fractured limb 0.475 0.001 - - - -
A LEP non-fractured limb - - 0.177 0.238 - -
A Asymmetrical deficit - - 0.105 0.623

LEP fractured limb W1 0.336 0.030 - - - -
- - 0.534 0.004 0.512 0.006

LEP non-fractured limb W1

Asymmetrical LEP deficit W1 - - 0.014 0.927 0.094 0.656

10 feet walking speed W1 -0.355 0.022 -0.275 0.134 -0.221 0.229
b) A50 feet walking speed 0.182 0.047 0.188 0.087 0.160 0.148

A LEP fractured limb 0.393 0.010 - - - -

A LEP non-fractured limb - - 0.177 0.238 - -

A Asymmetrical deficit - - - - 0.138 0.522

LEP fractured limb W1 0.207 0.224 - - - -

LEP non-fractured limb W1 - - 0.534 0.004 0.444 0.018

Asymmetrical LEP deficit W1 - - 0.014 0.927 0.042 0.847

50 feet walking speed W1 -0.033 0.845 -0.275 0.134 -0.114 0.534
c) A Stair climbing speed 0.322 0.002 0.192 0.082 0.373 0.001

A LEP fractured limb 0.475 0.001 - - - -

A LEP non-fractured limb - - 0.157 0.297 - -

A Asymmetrical deficit - - - - 0.519 0.015

LEP fractured limb W1 0.336 0.030 - - - -

LEP non-fractured limb W1 - - 0.403 0.015 0.454 0.008

Asymmetrical LEP deficit W1 - - -0.035 0.826 0.335 0.116

Stair climbing speed W1 -0.355 0.022 -0.323 0.062 -0.327 0.050

19
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increase in stair climbing speed only (model 9c). Since age, body weight and
pain were not significantly correlated with the changes in time; further
adjustment of the models was not performed.

Fractured Equal Non-fractured

KET (Nm) 632130 = | | | 72.4¢35.5
RFD (Nim/ 91517 177 15202 1304
LEP (W)[815 2 44 10142504
0% | | R T 100%

FIGURE 8 Mean (+ standard deviation) asymmetrical deficit in isometric knee extension
torque (KET), rate of force development (RFD) over the first 200 ms, and leg
extension power (LEP). The boxes on the base of the bars representing the
fractured and non-fractured lower-limb show the absolute values of the
respective strength measures (IV).

5.4 Asymmetrical deficit and its determinants in older men and
women with a hip fracture history (IV)

In participants of the HIP-ASYMMETRY study the fractured limb was on
average significantly weaker than the non-fractured lower-limb (Figure 8).
Additionally, the fractured limb was on average more painful than the non-
fractured limb (62.6 £ 58.5 mm vs. 30.9 + 44.8 mm, respectively; p<0.001). The
overall disease and injury burden was significantly larger in the fractured than
in the non-fractured limb (median 1, range 1-2 vs. 0, 0-2, respectively; p<0.001).
No difference was observed in the muscle mass of both lower-limbs (7.4 £ 1.4,
and 7.4 + 1.4, respectively; p=0.575).

Of the participants, 47% had a consistent strength deficit on the fractured
side. Participants with a consistent deficit on the fractured side tended to be
older, and taller, and they tended to have higher handgrip force than those
without a consistent deficit on the fractured side (Table 6). The type of fixation
of the fracture was not different between the groups. For the fractured limb,
lower-limb muscle strength and mass were similar in those with and without a
consistent strength deficit on the fractured side (Figure 9). However, for the
non-fractured limb KET and RFDzo were significantly lower and muscle mass
tended to be smaller in the group without a consistent strength deficit on the
fractured side. For LEP, the group difference for the non- fractured limb was
not significant. Lower-limb pain in the fractured and non-fractured limb was
similar in both groups. The disease and injury burden of the fractured limb
(median 1, range 1-2 injuries, including the hip fracture) was similar in both
groups (p=0.661). The disease and injury burden in the non-fractured limb was
significantly higher (Mann-Whitney U p=0.015) in those without (0, 0-2 injuries)
than in those with (0, 0-1 injuries) a consistent strength deficit on the fractured
side.
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FIGURE9 Mean (£ standard deviation) characteristics of the lower-limbs in participants
with a consistent strength deficit on the fractured side (all measures of
asymmetrical deficit <50%) present or absent (IV). Group differences
(independent T-test) are indicated with horizontal lines. For knee extension
torque (a), rate of force development over the first 200 ms (b), and leg
extension power (c) the mean (+ standard deviation) asymmetrical deficits are
noted on the base of the bars. For lower-limb muscle mass (d) and lower-limb
pain (e) the mean asymmetrical measures are noted similarly.
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Regression analyses revealed that the asymmetrical measures of lower-limb
pain, lower-limb disease and injury burden, and lower-limb muscle mass
correlated significantly with the asymmetrical deficit in KET and RFDaoo (Table
10). A smaller strength deficit on the fractured side was associated with more
intense pain and higher disease and injury burden affecting the non-fractured
limb relative to the fractured limb. Additionally, a smaller strength deficit on
the fractured side was associated with lower muscle mass on the non-fractured
side relative to the fractured side. The linear regression models explained 43 %
and 36% of the variation of the asymmetrical deficit in KET and RFDaoo,
respectively.

Asymmetrical LEP deficit was only related to the asymmetrical measure of
lower-limb pain. A smaller deficit on the fractured side was associated with
more intense pain in the non-fractured limb relative to the fractured limb. The
regression model explained 11% of the variation in asymmetrical LEP deficit.
Inclusion of potential confounding variables of age, gender, time since fracture,
type of surgical fixation, and prescribed pain medication one at a time did not
materially change the estimates.

TABLE 10 Crude multiple linear regression models predicting asymmetrical deficit in
isometric knee extension torque (KET; N=64), in rate of force development over
the first 200ms of isometric knee extension (RFD2oo; N=64), and in leg extension
power (LEP; N=57) (IV). The final models are shown including only significant
determinants; the asymmetrical measures of lower-limb pain, lower-limb
disease and injury burden and/or lower-limb muscle mass.

R? B p

a) Asymmetrical KET deficit 0.429 <0.001
Asymmetrical lower-limb pain 0.284 0.007
Asymmetrical lower-limb injury burden 0.408 <0.001
Asymmetrical lower-limb muscle mass 0.380 <0.001

b) Asymmetrical RFDyq deficit 0.362 <0.001
Asymmetrical lower-limb pain 0.259 0.019
Asymmetrical lower-limb injury burden 0.383 0.001
Asymmetrical lower-limb muscle mass 0.343 0.002

c) Asymmetrical LEP deficit 0.112 0.009
Asymmetrical lower-limb pain 0.334 0.009 0.044

5.5 Effects of resistance training in older men and women of the
HIP-ASYMMETRY study (V)

Forty-six = participants of the HIP-ASYMMETRY study without
contraindications for the strength-power training participated in the RCT.
During the training period, short-term adjustments for load or training
frequency were made in 6 participants after consultation of the physician, in
two cases musculoskeletal problems and in one case chest pain were likely to be
related to the training. Additionally, one participant developed prolonged
radicular pain in the lower-limb after the training period. In two participants
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poor compliance to the training was caused by health-related problems that
were present before the start of the trial, and in one participant due to an
unrelated wrist fracture. The training compliance was excellent, being on
average 91 + 15%. Without the three participants with rather poor compliance
(48-72%), the training compliance was on average 97 + 3%.

Sixty-one percent of the participants had a clear and consistent deficit in
all laboratory force and power tests. In 83% of the participants the fractured
limb was WEAKIleg. At baseline, WEAKIeg had on average significantly poorer
KET and LEP than the stronger lower-limb in both groups (p<0.004; Figure 10).
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FIGURE 10 Mean (+ standard deviation) knee extension torque (a) and leg extension
power (b) in the training and control group at baseline (V). WEAKleg was
defined as the weaker lower-limb for training based on a side-to-side
difference larger than 5% in two out of three baseline strength measures (see
paragraph 4.4.1). Group differences (independent T-tests) are indicated with
horizontal lines.

5.5.1 Lower-limb muscle strength and asymmetrical deficit

At baseline, there were no significant differences between the training and
control group in mean KET and LEP (Figure 10) or the asymmetrical KET
(p=0.959) and LEP (p=0.672) deficit (Figure 11). In the training group, WEAKIeg
provided on average 46% (95%CI: 43 - 48%) of the sum of KET of both lower-
limbs. In the control group, the asymmetrical KET deficit was on average 44 %
(41 - 47%). The LEP deficit was on average 45% (43 - 47%) and 45% (42 - 47%) in
the training and control group, respectively.
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FIGURE 11 Mean (+ standard deviation) asymmetrical deficit in isometric knee extension
torque (KET; a) and leg extension power (LEP; b) in the training and control
group at pre- and post-trial (V). WEAKleg was defined as the weaker lower-
limb for training based on a side-to-side difference larger than 5% in two out of
three baseline strength measures (see paragraph 4.4.1).

Figure 12 shows forest plots of the effects of the training. KET increased in the
training group compared to the control group for both the WEAKleg and the
stronger lower-limb (IA p=0.021 and p=0.004, respectively). However, the
training had no effect on the asymmetrical KET deficit. The mean improvement
in LEP of the WEAKIeg tended to be greater in the training group compared to
the control group (IA p=0.071), whereas no training effect was observed for LEP
of the stronger lower-limb (IA p=0.987). The mean reduction in asymmetrical
LEP deficit was significantly greater in the training group compared to the
control group (IA p= 0.010).

5.5.2 Limitations in mobility and balance

At baseline, habitual walking speed was similar in the training (1.1, 95%CI: 1.0-
1.2 m/s) and control (1.1, 0.9-1.2 m/s) group (p=0.385). The time and distance in
the dynamic balance test did not differ between the training (12.0, 10.4-13.6 s;
and 182.0, 168-196 cm, respectively) and control (10.7, 9.0-12.4 s; and 177.0, 162-
192 cm, respectively) group (p>0.270). No training effect was observed in
walking speed (p=0.997) or dynamic balance (distance p=0.996 and time
p=0.516; Figure 12).
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FIGURE 12 The effect of training for isometric knee extension torque (KET) and leg
extension power (LEP) of the lower-limbs, the asymmetrical deficit, walking
speed, and distance and time in the dynamic balance test (V). The training
effect was calculated as the mean difference in percentage of change (95%
confidence interval) between the training and control group. WEAKleg was
defined as the weaker lower-limb for training based on a side-to-side
difference larger than 5% in two out of three baseline strength measures (see
paragraph 4.4.1).

5.5.3 Perceived difficulty in outdoor mobility

The number of participants having difficulties in walking two kilometers
decreased after training (McNemar p=0.063; Table 11). In addition, an
improvement in outdoor mobility was reported by ten and a decrease by two
participants of the training group, respectively (x? p=0.016; Figure 13).

5.5.4 Self-rated health and perceived difficulty in daily activities

The number of participants rating fair or poor health decreased after training
(McNemar p=0.031; Table 11). An improvement in self-rated health was
reported by 12 and a decrease by two participants of the training group,
respectively (x? p=0.001; Figure 13). The number of participants rating fair or
poor ability to perform daily activities was small at baseline and therefore
remained relatively stable (Table 11). However, an improvement in ability to
perform daily activities was reported by eight participants of the training
group, a decrease was reported by one participant (x? p=0.047; Figure 13).



TABLE 11 Perceived difficulty in outdoor mobility and daily activities, and self-rated health in the training and control group at pre- and post-
trial. The within-group changes were tested with McNemar tests and the group differences at baseline with x?2 tests (V)

iy Baseline
Training Control difference
Pre-trial Post-trial McNemar Pre-trial Post-trial McNemar X2
n (%) n (%) p n (%) n (%) p p
a) Ability to walk 2km 0.063 1.000 1.000
Without difficulty 8 (35 %) 13 (57 %) 7 (35 %) 8 (40 %)
Difficulties 15 (65 %) 10 (43 %) 13 (65 %) 12 (60 %)
c) Ability to perform daily activities 0.500 1.000 0.605
Good or excellent 20 (87%) 22 (96%) 17 (81%) 18 (86%)
Fair or poor 3 (13%) 1 (4%) 4 (19%) 3 (14%)
b) Self-rated health 0.031 1.000 0.586
Good or excellent 14 (64 %) 20 (91%) 16 (76%) 16 (76%)
Fair or poor 8 (36%) 2 (9%) 5 (24%) 5 (24%)

89
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FIGURE 13 Perceived changes between pre- and post-trial in outdoor mobility, and self-
rated health and daily activities in the training and control group. The
difference between the groups was tested with x2 tests (V).



6 DISCUSSION

The aim of this study was to gain insight in asymmetrical lower-limb muscle
strength deficit, which is the side-to-side strength difference in the lower-limbs,
in healthy older women and in older people with a hip fracture. Its prevalence,
potential determinants, and consequences for mobility, balance, and injurious
falls were studied. Additionally, the effects of a progressive resistance training
program, specifically aiming to reduce asymmetrical deficit in a high-risk
population were investigated.

Considerable asymmetrical muscle strength deficit existed in healthy older
women as well as patients with a hip fracture. In addition to poor power,
asymmetrical deficit compromises mobility and balance function, especially in
the more challenging mobility tasks. Improved muscle power of the fractured
limb during the first three months after hip fracture correlated with improved
mobility function. On average four years after fracture, half of the people had a
consistent strength deficit on the fractured side, while the other half had no
consistent asymmetrical deficit or a strength deficit on the non-fractured side.
Pain, and disease and injury burden affecting the non-fractured limb reduced
the strength deficit on the fractured side, resulting in poor strength in both
lower-limbs. The strength-power training was feasible in people with a hip
fracture history and improved muscle force and power, especially in the weaker
lower-limb. The asymmetrical LEP deficit reduced significantly by the training.
The training effects on asymmetrical KET deficit and balance were non-
significant but positive. Walking speed was not affected, but perceived
difficulty in outdoor mobility decreased after training.

6.1 Asymmetrical muscle strength deficit in the lower-limbs and
its determinants

Leg extension power was measured in a population of healthy older women.
Considerable asymmetrical deficit in leg extension power existed, as the power
of the weaker lower-limb was on average 15% lower than that of the stronger
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lower-limb. In two selected samples of relatively healthy older people with a
mean age of 75 and 76 years, respectively, the asymmetrical LEP deficit was on
average 5% (Skelton et al. 2002) and 14% (Perry et al. 2007). Additionally, the
asymmetrical deficit in isometric knee extension force was on average about
10% (Skelton et al. 2002) and 13% (Perry et al. 2007) in older people. Perry et al.
(2007) reported that in younger people the asymmetrical deficit in LEP (10%)
was significantly smaller and the asymmetrical deficit in knee extension force
(10%) tended to be smaller than in the older people, respectively. The average
difference between the dominant and non-dominant lower-limb in isometric
knee extension force in a sample of healthy community-dwelling women with a
large age range (20-89 years) was on average 5% (Hunter et al. 2000). However,
asymmetrical strength deficits may not follow the dominance pattern of the
lower-limbs (Skelton et al. 2002).

In our study, muscle power in the non-fractured limb in women one week
after surgical repair of hip fracture (HIP-RECOVERY) was about half of the
healthy older women (FITSA). The fact that hip fracture patients were older can
not entirely explain this difference. It appears that they had low strength even
for women of their age (Skelton 1994) and they also had an extremely large
asymmetrical deficit, as LEP in the fractured limb was less than half of that in
the non-fractured limb. The asymmetrical deficit reduced in the following three
months, but remained significant. In the HIP-ASYMMETRY study, among men
and women six months to seven years after hip fracture, the fractured limb was
still weaker than the non-fractured limb. Asymmetrical deficit was observed in
all measures of muscle strength; isometric KET, RFD2o, and LEP. Previous
studies have shown marked deficits in isometric and isokinetic muscle force in
the fractured limb few weeks (Madsen et al. 1995) and six to 36 months after hip
fracture (Madsen et al. 2000). Compared to healthy matched controls, isometric
muscle force of hip fracture patients was generally poorer and more
asymmetrical (Sherrington et al. 1998). In our study, the asymmetrical deficit in
LEP was slightly larger than the asymmetrical deficit in RFDxp and KET.
Potentially, dynamic actions, especially when performed with high velocity,
may be more affected by injuries such as hip fracture. Dynamic muscle actions
or velocity-related characteristics of muscle contractions were more impaired in
people with symptomatic osteoarthritis (Suetta et al. 2007) and in people shortly
after hip fracture (Madsen et al. 1995) compared to other strength measures.
The fact that the impairments in dynamic actions and explosive contraction
velocity exceed the loss in isometric force with age (Bassey & Short 1990, Thelen
et al. 1996, I1zquierdo et al. 1999, Macaluso et al. 2003, Lanza et al. 2003, Dean et
al. 2004, Petrella et al. 2005) also supports the suggestion that power is more
sensitive to change.

Six months to seven years after hip fracture half of the men and women
had a consistent deficit on the fractured side over all measures of muscle
strength in our study. Among the other half, the asymmetrical deficit was not
consistent or the strength deficit was on the non-fractured side. The strength
measures of the fractured limb were similar in those with and without a
consistent deficit on the fractured side. However, those hip fracture patients
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with a consistent deficit on the fractured side had higher muscle strength in the
non-fractured limb than those without a consistent deficit. The results suggest
that symmetrical lower-limb muscle strength was not a sign of better recovery,
but rather of poor strength in both lower-limbs.

In accordance with other studies (Herrick et al. 2004, Williams et al. 2006,
Dasch et al. 2008) pain was present in a large proportion of the people with a
hip fracture history. Previously, pain has been suggested to reduce muscle
strength in general (Lamb et al. 2000, Steultjens et al. 2002, Al Snih et al. 2005,
Onder et al. 2006) and on the painful side in particular (Steultjens et al. 2001,
Wilgen et al. 2003). More severe pain correlated with a more asymmetrical knee
extension force ratio of the operated and non-operated lower-limb four years
after meniscectomy (Ericsson et al. 2006). In our study of men and women four
years after hip fracture, a strength (KET, RFD2o, and LEP) deficit was
associated with more intense pain in the weaker lower-limb. In addition, a
deficit in KET and RFDxp was independently associated with higher disease
and injury burden in the weaker lower-limb. The disease and injury burden
was based on the presence of osteoarthritis and fractures. Previous studies have
found that both of these conditions correlate with muscle weakness.
Impairments in isometric (Madsen et al. 1995, Robertson et al. 1998, Sherrington
et al. 1998, Sicard-Rosenbaum et al. 2002, Mizner et al. 2003, Mizner et al. 2005b,
Gapeyeva et al. 2007, Suetta et al. 2007) and isokinetic (Madsen et al. 1995,
Madsen et al. 2000, Ericsson et al. 2006) muscle force, rate of force development
(Gapeyeva et al. 2007, Suetta et al. 2007) and LEP (Robertson et al. 1998) have
been reported. Potentially, inflammation (Hedstrom et al. 2006, Miller et al.
2006b, Paddon-Jones et al. 2006) and neural inhibition (Hurley et al. 1997,
O'Reilly et al. 1998, Mizner et al. 2003, Stevens et al. 2003, Mizner et al. 2005b)
may play a role in the pathway leading to pain, and disease and injury burden
and subsequent muscle strength reduction. Although pain, and disease and
injury burden in the fractured limb may increase the strength deficit, the results
of our study suggest that a smaller deficit on the fractured side may be the
result of more intense pain, and higher disease and injury burden affecting the
non-fractured limb. Considering that pain in this study was not directly related
to the hip fracture, the associations found in our study may apply for other
populations of frail older people with comorbidity in the lower-limbs.

A decrease in muscle strength may be caused by neural and muscular
factors (Lamoureux et al. 2001). Usually, it is considered that changes in muscle
mass need a longer time than changes in neural activation. In our study, the
asymmetrical muscle mass deficit correlated with the asymmetrical deficit in
KET and RFDao, suggesting that long-term changes had taken place. This is in
accordance with other studies in clinical populations in which the strength
deficit in the affected lower-limb was at least partly related to a reduction in
muscle mass in the weaker lower-limb (Rutherford et al. 1990, Mizner et al.
2005b, Suetta et al. 2007). Long-term disuse (Berg et al. 1997, D’ Antona et al.
2003) and avoidance behavior due to fear for falls (Petrella et al. 2000, Delbaere
et al. 2004) or pain (Vlaeyen et al. 2000), and neural inhibition due to pain
(Hurley et al. 1997, O'Reilly et al. 1998, Mizner et al. 2003, Stevens et al. 2003,
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Mizner et al. 2005b) may be involved in the muscle mass reduction. It is logical
to suggest that decreased lower-limb muscle mass may mediate the association
of lower-limb pain or lower-limb disease and injury burden and lower-limb
muscle strength deficit. However, our study shows that lower-limb pain, and
lower-limb disease and injury burden also have an effect on the strength deficit
independent of muscle mass.

6.2 Consequences of asymmetrical deficit for mobility and
balance function

The results of our study indicate that relative weakness of one lower-limb may
limit mobility function and decreases the ability to maintain postural stability
and counterbalance a significant disturbance in posture. In healthy older
women, a large asymmetrical LEP deficit, particularly when accompanied with
poor power, was associated with slower walking speed and poorer standing
balance. Such limitations in mobility (Laukkanen et al. 1995, Guralnik et al.
2000, Shinkai et al. 2000, Cesari et al. 2005) and balance (Shinkai et al. 2000,
Rantanen et al. 2001, Stel et al. 2003) predict future falls, disability, functional
dependence and mortality. Additionally, in our study asymmetrical LEP deficit
was an independent and strong risk factor for injurious falls in healthy older
women. The risk for recurrent injurious falls in the one-year follow-up period
was 2.4 times higher in those with asymmetrical deficit compared to those
without. Recurrent falls may eventually lead to serious injury that increases the
costs for care substantially (Nurmi et al. 2002, Scuffham et al. 2003). For
example, the costs for care in the first year after hip fracture were about three
times higher than in age and residence matched people without hip fracture
from the same neighborhood, and a large part of the costs occurred during the
tirst three months after hospital discharge (Haentjens et al. 2001).

According to my knowledge, only two case-control studies investigating
the association of asymmetrical deficit in muscle force and power with falls in
relatively healthy older people have been published. Skelton et al. (2002)
showed that older women with a history of frequent falls (three or more in the
past year) had a larger asymmetrical deficit in leg extension power (16%) than
non-falling matched controls (5%). The asymmetrical deficit in isometric knee
extension strength tended to be greater in the fallers (17% vs. 10%). In a recent
study by Perry et al. (2007), the asymmetrical deficit in LEP was markedly, but
not significantly, larger in a group of fallers (one or more falls in the past year;
17%) than in the matched controls (13%). The fallers had large variability in
asymmetrical deficit, and a smaller proportion of the fallers had a difference
between the lower-limbs of less than 10% compared to the non-falling controls.
For isometric dorsiflexion force, the fallers had a significantly larger
asymmetrical deficit (26%) than the non-falling older people (17%). Ankle
plantar- and dorsiflexor muscles have an important role in restoring balance
after a disturbance in posture (Thelen et al. 1996, Suzuki et al. 2001).
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Interestingly, a study by Cawthon et al. (abstract 2007) using the same design as
our study suggests that a large asymmetrical deficit in LEP of the right and left
lower-limb was a significant risk factor for frequent falls, non-spine fractures,
and especially hip fractures in a large sample of older men. Together these
studies suggest that asymmetrical LEP deficit is a risk factor for falls, especially
for frequent and injurious falls.

Muscle force and power are indicators of health and physical function
(Rantanen et al. 1999a, Rantanen et al. 1999b, Herman et al. 2005, Portegijs et al.
2007). After a hip fracture, LEP in the non-fractured lower-limb is likely to be a
marker of pre-injury health status. LEP of the fractured limb is dependent on
the pre-injury health status, but it is impaired due to the trauma and surgery.
The asymmetrical deficit is therefore likely to reflect the effects of the injury and
surgery, especially when measured shortly after the trauma. Therefore it is not
surprising that higher LEP of non-fractured limb measured one week after hip
fracture surgery was a significant predictor of better mobility function three
months later. This is in line with previous studies, which have found that pre-
injury mobility and health status are strong determinants of recovery after
fracture (Roche et al. 2005, Hawkes et al. 2006).

Mizner et al. (2005a) showed that three months after knee arthroplasty due
to osteoarthritis, isometric knee extension force of the non-affected lower-limb
correlated more strongly with mobility function, such as sit-to-stand and stair
climbing. A potential explanation may be that people rely more on the non-
affected lower-limb. This was shown in people with ACL injury who produced
higher power in stationary cycling with the non-affected lower-limb than their
matched controls in either lower-limb (Hunt et al. 2004). Reliance on the non-
affected side may compromise the ability to restore lower-limb muscle strength
on the affected side (Hunt et al. 2004). It may, however, also be a mechanism to
compensate for the deficit in the affected lower-limb. In our cross-sectional
analyses at week 1 and 13 after hip fracture, poorer LEP of the fractured and
non-fractured limb were determinants of poorer mobility function, and a larger
asymmetrical LEP deficit was a determinant of slower stair climbing speed, but
not of walking speed. Nadeau et al. (2003) previously showed that stair
climbing puts a higher demand on unilateral function than level walking. Two
recent studies support our findings that asymmetry in walking was found
especially in the more demanding motor tasks, such as stair walking, rather
than in level walking in older people with asymptomatic knee osteoarthritis
(Liikavainio et al. 2007) and middle-aged people 16 years after ACL injury
(Porat et al. 2006). Thus the importance of asymmetrical deficit may be task
specific.

In our study, during the first three months of recovery from hip fracture,
LEP of the fractured limb increased more than the LEP of the non-fractured
limb, most probably due to spontaneous recovery. The increase in LEP of the
fractured limb between week 1 and 13 was associated with the improvement in
all mobility tasks. Although the asymmetrical deficit did not disappear fully,
the decrease in asymmetrical deficit contributed significantly to the
improvement in stair climbing speed over time. The increase in LEP of the non-
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fractured limb, however, was not associated with improved walking or stair
climbing speed. Other studies in clinical populations have shown that isometric
and isokinetic muscle force in the lower-limb affected by hip fracture (Madsen
et al. 2000) or ACL injury (Seto et al. 1988) was a better predictor of mobility
function than muscle force of the non-affected lower-limb on average 1%z to 5
years after injury. Our results stress the importance of increasing muscle power
of the fractured limb after hip fracture to prevent mobility limitation, especially
in mobility tasks that require unilateral force production.

6.3 Resistance training effects in older people with lower-limb
injury

Our study shows that intensive progressive resistance training, specifically
aiming to reduce the asymmetrical strength deficit, is feasible for people six
months to seven years after hip fracture as they were able to perform the
training protocol with high compliance. Our combined PRT program including
high-intensity slow-velocity and low-intensity high-velocity exercises increased
muscle force and power. Previous studies have demonstrated that progressive
high-intensity resistance training with slow-velocity (Fiatarone et al. 1994,
Judge et al. 1994, Sipild, et al. 1996) or high-velocity (Vos et al. 2005, Caserotti et
al. 2008) exercises increases muscle force in older adults. Muscle power
increases also by low-intensity high-velocity PRT (Miszko et al. 2003, Vos et al.
2005).

Training programs often do not taken into account asymmetrical strength
deficits even in populations where asymmetrical deficit is likely, such as in
unilateral osteoarthritis and after hip fracture. One earlier study in patients
recovering from unilateral replacement surgery for hip osteoarthritis showed
that asymmetrical deficit in strength reverts only with additional unilateral
strength training incorporated in the standard rehabilitation protocol (Suetta et
al. 2004ab). However, training one lower-limb only is impossible on the long-
term. Increasing muscle strength in both lower-limbs, while reducing the
asymmetrical deficit, may be more effective. In two earlier studies in people
after hip fracture, muscle strength and functional performance improved and
the asymmetrical deficit decreased after unilateral training of both lower-limbs
(Mitchell et al. 2001) or combined progressive resistance and functional training
(Hauer et al. 2002). However, the authors did not report the statistical
significance of the reductions in asymmetrical deficit. In an uncontrolled study,
Host et al. (2007) reported that the asymmetrical deficit in muscle force was no
longer significant after six months of bilateral resistance training. As the
intervention started on average three months after the hip fracture (Binder et al.
2004, Host et al. 2007), spontaneous recovery of the fractured limb may have
played a role in the increase in muscle force. It has been reported that the
largest recovery in function occurs between two to six months after hip fracture
with slower recovery in functions involving the lower extremities (Magaziner et
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al. 2000). In our randomized controlled trial, the asymmetrical LEP deficit
decreased significantly by training, but no treatment effect was observed on
KET. A larger distinction in training loads for the stronger and weaker lower-
limb may be needed to reduce the asymmetrical deficit in KET. It should also be
considered that in the weaker and more painful lower-limb, maximal strength
is likely to be underestimated (O’'Reilly et al. 1998, Lamb et al. 2000, Onder et al.
2006), resulting in relatively lower training resistance than intended for the
weaker lower-limb especially. Nevertheless, muscle strength and power of the
lower-limbs, especially the weaker limb increased significantly.

According to the disablement process, improvements in muscle strength
may reduce limitations in mobility and balance. Considering that an
asymmetrical muscle strength deficit may complicate the transfer of weight
from one lower-limb to the other, which is important in e.g. walking, a
reduction in the asymmetrical deficit may also reduce limitations in mobility
and lateral balance. Previous studies have shown that progressive resistance
training seems to improve mobility and balance function, especially in more
frail people or people with mobility limitations (Fiatarone et al. 1994, Timonen
et al. 2002, Seynnes et al. 2004). High-velocity PRT may improve mobility and
balance function more than traditional slow-velocity exercises (Miszko et al.
2003, Bottaro et al. 2007), although not consistently reported (Sayers et al. 2003).
The optimal resistance is not yet known, however, lower resistance may be
more beneficial for improving balance function (Orr et al. 2006). In our study,
mobility and balance were not materially affected by training. Despite the hip
fracture history, our participants were in relatively good health and were well
functioning. Considering that the relationship between muscle strength and
mobility is not linear (Ferrucci et al. 1997, Rantanen et al. 1997b, Rantanen et al.
1998a, Bean et al. 2003), improvements in muscle strength do not necessarily
transfer to mobility function. Additionally, other factors than muscle strength
such as poor balance (Rantanen et al. 2001), fear for falling (Jarnlo et al. 1991b,
Petrella et al. 2000, Delbaere et al. 2004) and pain (Lamb et al. 1995, Lamb et al.
2000, Onder et al. 2006) may play an important role in walking, especially.

Poor lateral control of balance is a predictor for falls to the side, which
may cause hip fracture (Greenspan et al. 1994, Wei et al. 2001, Kannus et al.
2006a). The non-significant improvement (9%) in time of the test assessing
lateral balance in the training group may be functionally relevant in reducing
the risk for falls. Hip abductor and adductor muscles, which were trained in
this study, play an important role in lateral balance control. Potentially, the
improvement in lateral balance may indirectly indicate an increase in muscle
strength of the hip abductor and adductor muscles, which were not measured
directly. However, potentially adaptation of the distance between the feet
(width of the base of support) may have partly masked changes in balance
function, as the width was not standardized. Increased confidence may prompt
a position with a smaller base of support, generating more challenges for
balance control.

In this study, the training reduced the proportion of people reporting
perceived difficulties in walking two kilometers. In addition, nearly half of the



77

training group perceived an improvement in outdoor mobility and ability to
perform daily activities. Also in other studies including mobility-limited or frail
older people similar improvements have been reported after training.
Reductions in perceived difficulty in daily activities have been reported after
slow-velocity training with low- (Meuleman et al. 2000, Seynnes et al. 2004) or
high- (Mitchell et al. 2001, Sayers et al. 2003, Binder et al. 2004, Seynnes et al.
2004) intensity, and after high-velocity training with high-intensity (Sayers et al.
2003). Reduced disability, including measures of mobility function and daily
activities, was observed after low-intensity slow-velocity training (Ettinger et al.
1997, Jette et al. 1999). In accordance with Binder et al. (2004) we also observed
an improvement in self-rated health. Self-rated health was assessed with a 1-
item scale, which is considered to be a relatively stable measure that takes into
account different health-related aspects such as age (Leinonen et al. 1998, Jylha
et al. 2001). Self-rated health and perceived difficulty in mobility and daily
activities are determinants of quality of life and predictors of disability, loss of
independence and death (Laukkanen et al. 1995, Langlois et al. 1996, Hirvensalo
et al. 2000, Fried et al. 2001, Gill et al. 2006). Therefore the improvement we
observed after the training may be considered clinically relevant for
community-dwelling people. Considering that these self-reported measures are
placed within the contextual environment in which a person lives, participants
may have considered a two-kilometer distance to include slopes, which is more
challenging than level walking such as in the laboratory test.

Considering that training-induced changes are task specific, functional
and weight-bearing exercises that challenge balance may be more effective to
improve mobility and balance function than resistance training alone. Based on
the RCTs in hip fracture patients listed in table 1, there is no clear evidence of
an additional benefit of combining functional exercises and resistance training
for hip fracture patients, as the combined training programs rendered
conflicting results with respect to improvements in muscle strength and
mobility function (Tinetti et al. 1997a, Tinetti et al. 1999, Hauer et al. 2002).
However, a relatively intensive weight-bearing functional training program,
including a variety of weight-bearing exercises such as step-ups, in people on
average five to seven months after hip fracture may also improve muscle force
in the affected lower-limb and mobility function such as walking speed and
chair-rise (Sherrington et al. 1997, Sherrington et al. 2004). In healthy older
people, Vreede et al. (2005) showed that a 12-week weighted functional training
improved physical function, including muscle strength and balance
measurements. Additionally, functional training performed according to a low-
intensity high-velocity training protocol improved muscle power and several
mobility test results more than a low-resistance slow-velocity seated resistance
training in frail older women (Bean et al. 2004).

Intensive training, especially in clinical populations, requires careful
supervision and individualized protocols. Participation in exercise programs
should be preceded by medical screening for contraindications (American
College of Sports Medicine 2000). Pain and medical conditions in the lower-
limbs make it necessary to adjust the training resistance individually. The ROM
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of the knee and hip joints may be limited, especially in people with joint
replacements, knee osteoarthritis or hip fracture. Resistance training in a sitting
position is safe to perform in older people with balance impairments, such as
hip fracture patients (Jarnlo et al. 1991a, Sherrington et al. 1998).
Acknowledging theses issues, resistance training is generally well tolerated and
teasible for people with a history of hip fracture (Tinetti et al. 1997a, Hauer et al.
2002, Binder et al. 2004, Mangione et al. 2005, Miller et al. 2006a). However,
people may be more responsive in the rehabilitation phase shortly after major
injury, when the asymmetrical deficit is likely to be large.

6.4 Methodological considerations

This study is based on a randomized controlled trial specifically aiming to
study the effects of rehabilitation on muscle strength, asymmetrical deficit, and
mobility and balance function. In addition, data of two pre-existing studies
were used. LEP was measured in all studies according to the same protocol.
Therefore the results from the different studies complement each other. The
FITSA study is population-based and the sample is thus representative of older
women between 63- to 75-years of age. Data on falls were collected
prospectively, so that a temporal order between asymmetrical LEP deficit and
injurious falls was established, supporting a causal relationship. The HIP-
RECOVERY study was an observational study with a longitudinal design.
Therefore the effect of asymmetrical deficit and its change in the recovery
process during the first months after hip fracture were established. The HIP-
ASYMMETRY study consisted of a well defined population of people with a
history of hip fracture.

In previous studies, asymmetrical strength deficit after an injury such as
hip fracture was most often calculated as the ratio of the side-to-side difference
divided by the strength of the non-fractured lower-limb (similar to formula 1)
or the ratio of the fractured and non-fractured lower-limb. However, in our
study (HIP-RECOVERY and HIP-ASYMMETRY) these formulas were less
useful than the formula we used (formula 2), which equally distributes the side-
to-side strength difference around the value of 50%, representing equal strength
in both legs, irrespective of whether the strength deficit occurs on the fractured
or non-fractured side. The values of asymmetrical deficit obtained using this
formula are, however, closer to the value of equal strength in the lower-limbs
compared to the values obtained with the previously used formulas. The results
of the FITSA study show that the mean relative difference of 15% obtained
using formula 1 corresponds with a mean deficit of 6% from the value of equal
strength in both legs obtained using formula 4 (50 - 44%).

The FITSA and HIP-RECOVERY study consisted of older women only and
in the HIP-ASYMMETRY study the majority of the participants were women.
The association between muscle strength and mobility function is similar in
men and women. For example, the strength requirements for mounting a step
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are similar in men and women (Rantanen et al. 1996). Therefore it is not likely
that the association between asymmetrical strength deficit and mobility
function is different in men and women. However, women generally have
poorer levels of muscle strength (Rantanen et al. 1996, Petrella et al. 2005, Sayers
et al. 2005) and therefore they are at higher risk for mobility limitation
(Rantanen et al. 1996, Sainio et al. 2006). Functional consequences due to
asymmetrical power deficit may therefore also be more prevalent in women.
The distribution of men and women in the HIP-ASYMMETRY study was in
accordance with previous studies in older hip fracture patients (Kannus et al.
1999, Roche et al. 2005, Hawkes et al. 2006, Kannus et al. 2006b). Women are
more prone to falls and fractures, and they have a lower mortality rate in
general and after hip fracture than men.

In FITSA, the women included were mobile and healthy. To be recruited
for the study, the participants had to be able to travel independently to the
research laboratory from their town of residence. Despite the hip fracture, the
men and women in the HIP-ASYMMETRY study were also relatively healthy
and well-functioning due to our inclusion criteria (maximum age 85,
community-dwelling and able to walk outdoors independently). In the FITSA
and HIP-ASYMMETRY study, people with poor mobility and possibly related
impairments were more likely to drop out, which, at least to some extent,
reduced the variance in muscle power, walking velocity and standing balance.
Selective exclusion of persons with more medical problems, limitations in joint
range of motion and pain during the leg extension power assessment especially
is likely to have weakened the relationships. However, persons were only
excluded from the analyses including the respective measure.

The study population of women with a recent hip fracture was recruited
using admission lists of a hospital serving a regional function. The study
population consisted of rather frail women. One week after hip fracture
surgery, part of the women were unable to walk 10 or 50 feet or climb stairs
without assistance of another person and they were assigned a walking or stair
climbing speed of 0 m/s and 0 steps/s, respectively. Although the change in
speed over time may have been overestimated, the overestimation is likely to be
marginal, as the performance of other participants was only marginally better at
baseline.

In the HIP-ASYMMETRY study, lower-limb pain, and lower-limb disease
and injury burden were determinants of asymmetrical lower-limb muscle
strength deficit. Unfortunately, we were unable to study whether the severity of
the osteoarthritis and fractures affecting the lower-limbs affected the extent of
the muscle strength deficit.

Measuring maximal performance in clinical populations is rather
challenging, due to their pain and fear for pain. Therefore, maximal muscle
force and power may have been underestimated in the studies with hip fracture
patients. The training resistance of the weaker lower-limb especially may have
been lower than intended in the experimental study. Also the training effect on
force and power may have been underestimated. We used standardized
dynamometers for the strength assessments rather than 1RM of training
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equipment, which results in more modest strength gains. The transfer of
strength improvements to mobility and balance function may be better with a
training program of a longer duration. For example, a six-month and a two-year
PRT program improved balance function (Nelson et al. 1994, Taaffe et al. 1999),
while shorter programs had no effect (Schlicht et al. 2001).

The sample size was relatively small in the HIP-RECOVERY and HIP-
ASYMMETRY study, especially considering the large heterogeneity of hip
fracture patients. In the HIP-ASYMMETRY study, 452 people with a hip
fracture six months to seven years prior to baseline were informed about the
study to obtain the intended sample size of 60 for the randomized controlled
trial. However, despite the intensive recruitment, our experimental study was
slightly underpowered (46 people). This may partly explain the non-significant
improvement in dynamic balance. In accordance with other studies,
recruitment of study participants is challenging in clinical populations. For
example, Frobell et al. (2007) showed that in order to obtain the intended
sample for a randomized controlled trial comparing surgical and non-surgical
treatment of ACL injury, the intended sample size needs to be multiplied by 5.5
to provide an estimate of the number of people needed to screen. Our study
and a study by Chang et al. 2004 suggest that in RCTs with older more frail
people, the numbers needed to screen may need to be even larger, especially if
frequent travel is required for the intervention. In general, the most important
reason quoted for non-participation in physical exercise of older people is poor
health (Hirvensalo et al. 1998), in addition, people with poorer physical
performance and self-reported disability have more negative attitudes towards
exercise (Bean et al. 2007). Patients with pain may have doubts and concerns
about exercise as treatment (Thorstensson et al. 2006).

6.5 Future directions

Based on the results of this study, we conclude that asymmetrical muscle
strength deficit in the lower-limbs is an important determinant of mobility
limitation and falls in older women. Especially the more complicated mobility
tasks and recurrent falls are affected by the asymmetrical deficit. However, the
mechanisms in which the asymmetrical deficit affects mobility and balance
function should be further studied. For example the relationship between
muscle strength and mobility function is linear only in more frail older people.
Potentially, a similar relationship may exist for the asymmetrical deficit and
mobility as well. Also the importance of the stronger lower-limb in relation to
the asymmetrical deficit needs further study.

This study also suggests that lower-limb pain, and lower-limb disease and
injury burden are potential causes of strength deficits in older people that may
affect lower-limb muscle strength on one side only, as established using cross-
sectional data of people on average four years after hip fracture. The causes of
asymmetrical deficit should be confirmed in studies with a longitudinal design.
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Unfortunately, detecting exact changes due to fractures affecting the lower-
limbs is impossible considering the absence of pre-event measures. The effects
of changes in unilateral lower-limb pain or muscle strength deficit, for example
by intervention, also need further study. Additionally, the effects of such
changes in pain and muscle strength on mobility and balance function should
be investigated.

The experimental study showed that an intensive PRT is feasible and safe
to perform in hip fracture patients. Although muscle force and power improved
due to the combined strength and power training, further study is needed to
establish whether the asymmetrical deficit can be reversed by training and
whether that affects mobility and balance function. A larger difference in the
protocols for the stronger and weaker lower-limb may be needed, as pain may
reduce muscle strength obtained in maximal measurements for the weaker and
more painful lower-limb especially. However, people may be more responsive
to the training in the rehabilitation phase shortly after major unilateral injury in
the lower-limbs when the asymmetrical deficit is likely to be large. Considering
that impairments in muscle strength, mobility and balance remained even years
after the fracture, current rehabilitation strategies should be reviewed. Based on
the results of this study, it seems that a multi-component rehabilitation program
after hip fracture, including progressive resistance training and components
such as pain management and strategies to reduce fear for falling, may
especially be beneficial.

The results of this study may also have clinical implications. The results
stress the importance of treating pain, diseases, and injuries affecting the lower-
limbs to prevent further decreases in muscle strength and power, also when
only one limb is affected and the risk for asymmetrical deficit increases. Poor
muscle strength in one lower-limb may compromise mobility and balance,
however, poor strength in both lower-limbs may be more debilitating.
Therefore, current rehabilitation strategies after hip fracture and other lower-
limb diseases and injuries should be reviewed to prevent decreases in lower-
limb muscle strength. Increasing muscle strength by intensive rehabilitation
including resistance training and pain management may prevent or reduce
limitations in mobility and balance that may lead to loss of independence.
Additional components such as reductions in fear for falling or functional
training may also be useful as part of rehabilitation, however, this requires
turther study.



7 MAIN FINDINGS AND CONCLUSIONS

The main findings of the present study can be summarized as follows.

1  This study showed that healthy older women have a considerable
asymmetrical deficit in leg extension power, i.e. a large side-to-side

difference in lower-limb muscle strength.

2 In hip fracture patients, the asymmetrical deficit in lower-limb
muscle power was extremely large especially in the first months after
fracture. After a hip fracture, the fractured limb was weaker than the
non-fractured limb. Although the asymmetrical deficit reduced over
time, even on average four years after a hip fracture an asymmetrical
deficit in muscle force, rate of force development and muscle power

existed.

3  On average four years after hip fracture, the fractured limb was
consistently weaker on the fractured side in about half of the people,
while the other half had no consistent asymmetrical deficit or a
deficit on the non-fractured side. The presence of osteoarthritis,
fractures, and pain affecting the non-fractured limb reduced or even
reversed the asymmetrical deficit, resulting in poor muscle strength

in both lower-limbs.

4 A large asymmetrical deficit in leg extension power correlated with
poor mobility and balance, especially in the more challenging tasks.
5 A large asymmetrical deficit predicted a higher risk for injurious

falls, especially recurrent injurious falls.

6  In the hip fracture patients, muscle power in the non-fractured limb
one week after surgical repair of the fracture predicted walking and
stair climbing speed three months later. However, the improvement
in power in the fractured limb, and not the improvement in the non-
fractured limb, was associated with the improvement in walking and
stair climbing speed over the first three months of recovery. The
reduction in asymmetrical deficit was associated with the

improvement in stair climbing speed over time.
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7 An intensive progressive resistance training program designed to
reduce the asymmetrical deficit and to increase muscle force and
power of both lower-limbs was feasible for people six months to
seven years after hip fracture. Muscle force and power increased by
the training, especially on the weaker side. Only the asymmetrical
deficit in leg extension power decreased significantly by the training.
Training effects on performance-based mobility and balance function
were less clear. Perceived difficulty in outdoor mobility and daily
activities decreased, and self-rated health improved, after training.

In conclusion, the results of the present study suggest that an asymmetrical
deficit in lower-limb muscle strength is common in older women encumbering
mobility and balance function. The results additionally stress the importance of
the recovery of muscle strength after hip fracture in the fractured limb
especially. Lower-limb disease and injury burden, and lower-limb pain seem to
play an important role in the development of asymmetrical strength deficits in
older people. Intensive progressive resistance training is feasible in people after
hip fracture, and it improved muscle strength of the lower-limbs, especially on
the weaker side, although the asymmetrical deficit was not clearly affected.
People may be more responsive to the training in the rehabilitation phase
shortly after major unilateral injury when the asymmetrical deficit is likely to be
large. Further study is needed to determine whether a multicomponent
rehabilitation program including progressive resistance training and pain
management prevents or reduces limitations in mobility and balance after
unilateral disease or injury.
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YHTEENVETO

Alaraajojen lihasvoiman puoliero idkkailld ihmisilld

Ihmisen lihasvoima ja voimantuottoteho (voiman ja liikenopeuden tulo), heik-
kenevit idn myotd. Tadllainen heikkous alaraajoissa on yhteydessa liikkumisky-
vyn alentumiseen sekd liikkumiskykyyn liittyviin toiminnan-vajauksiin. Vahdi-
nen fyysinen aktiivisuus, kipu, sairaudet ja vammat heikentédvit lihasvoimaa
entisestddn. Jos kipu, sairaus (esim. nivelrikko) tai vamma (esim. murtuma)
kohdistuu vain toiseen alaraajan, se heikentdd erityisesti kyseisen raajan lihas-
voimaa ja voimantuottotehoa. Seurauksena on alaraajojen lihasvoiman puo-
liero. Esimerkiksi jopa vuosia lonkkamurtuman jilkeen alaraajojen lihasvoima
on yleisesti heikko verrattuna terveisiin henkil6ihin. Taman lisdksi lonkkamur-
tuman kokeneilla henkil6illdi murtunut alaraaja on toista alaraaja selvésti hei-
kompi. Liikkumiskyvyn vaikeudet ovat yleisid ndilld henkilsillad ja ne saattavat
liittyd ainakin osittain lihasvoiman heikkouteen. Alaraajojen lihasvoiman puo-
lieron vaikutuksia on tutkittu vain vahan. Tiedetddn, ettd alaraajojen lihasvoi-
mapuoliero on suurempi henkil6illd, jotka kaatuvat useasti tai ovat kokeneet
lonkkamurtuman. Murtuneen alaraajan lihasvoima ja voimantuottoteho ovat
vahvemmin yhteydessa liikkumiskykyyn kun toisen alaraajan voimat.

Intensiivinen nousujohteinen lihasvoimaharjoittelu lisdd idkkdiden ihmis-
ten lihasvoimaa ja voimantuottotehoa. Voimaharjoittelu saattaa myo6s parantaa
liikkkumiskykyé erityisesti niilld, joilla on liikkumiskyvyn vaikeuksia. Kliinisilld
ryhmilld voimaharjoittelun vaikutuksia on kuitenkin tutkittu vain véahan ja ala-
raajojen lihasvoiman puolieroa, esimerkiksi lonkkamurtuman jilkeen, ei ole
harjoittelun aikana juurikaan huomioitu. Lihasvoiman lisddmiseen ja alaraajojen
lihasvoiman puolieron pienenemiseen suunnattu kuntosaliharjoittelu saattaa
olla liikkumiskyvyn ja tasapainon hallinnan kannalta hyodyllisemp&a kuin pe-
rinteinen harjoitusohjelma.

Tassa tutkimuksessa selvitettiin alaraajojen lihasvoiman puolieron yhteyt-
ta liikkumiskykyyn, tasapainoon ja kaatumisiin terveilld idkkailld naisilla seka
lonkkamurtumasta toipuvilla naisilla. Alaraajojen lihasvoiman puolieroon yh-
teydesséd olevia tekijoitd selvitettiin henkiloilld, jotka ovat kokeneet lonkkamur-
tuman keskimddrin neljd vuotta aikaisemmin. Lisdksi selvitettiin voima-
nopeusharjoittelun vaikutuksia lonkkamurtuman kokeneiden henkiliden ala-
raajojen lihasvoimaan, lihasvoiman puolieroon ja liikkumiskykyyn.

Tutkimuksessa hyddynnettiin kahta aikaisemmin koottua aineistoa ja ke-
rattiin uusi kokeellinen tutkimusaineisto. Finnish Twin Study on Aging (FITSA)
-tutkimukseen osallistui 419 tervettd 63-75-vuotiasta naista. Vaikka kyseessd on
perinteinen kaksoisaineisto, henkilot kasiteltiin yksiloind siten, ettd sisarten vé-
linen riippuvuus huomioitiin analyyseissd. HIP-RECOVERY tutkimukseen
osallistui 43 lonkkamurtuman kokenutta 76-93-vuotiasta naista. Heidét tutkit-
tiin viikko ja kolmetoista viikkoa lonkkamurtuman jilkeen. HIP-ASYMMETRY
aineisto koostuu miehisté ja naisista, jotka ovat kokeneet lonkkamurtuman puo-
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li - seitsemdn vuotta aiemmin (n=79). Ne henkil6t, joilla ei ollut voimaharjoitte-
lun vasta-aiheita (n=46), osallistuivat satunnaistettuun kontrolloituun kokee-
seen. Tutkittavat satunnaistettiin kahteen tutkimusryhmddn; voima-
nopeusharjoitusryhméan (n=24) sekd verrokkiryhméadn (n=22).

Kaikissa edelld mainituissa tutkimuksissa mitattiin maksimaalinen alaraa-
jojen ojennuksen voimantuottotehoa molemmista jaloista. Lisdksi mitattiin mo-
lempien alaraajojen maksimaalinen isometrinen polven ojennusvoima ja voi-
mantuottonopeus ensimmadisten 200 millisekunnin aikana, maksimaalinen tai
tavanomainen kavelynopeus, portaiden nousunopeus, staattinen ja dynaami-
nen tasapaino sekd alaraajojen lihasmassa. Ulkona liikkumisen ja pdivittdisten
toimintojen vaikeudet, koettu terveys sekd alaraajojen kipu, -sairaudet ja
-vammat arvioitiin. FITSA -tutkimuksessa kerittiin lisdksi vuoden seuranta-
aineisto kaatumisista ja niiden aiheuttamista vammoista.

HIP-ASYMMETRY -tutkimuksen harjoitusryhmééan satunnaistetut henki-
16t osallistuivat ohjattuun 12 viikkoa kestdneeseen voima-nopeusharjoitteluun
kahdesti viikossa. Harjoittelun tavoitteena oli lisdtd alaraajojen lihasvoimaa ja
pienentdd alaraajojen lihasvoiman puolieroa. Harjoittelu koostui alaraajojen li-
hasryhmille suunnatuista nopeus (matala vastus, nopea konsentrinen supistus-
vaihe) ja voima (korkea vastus; 50-80% arvioidusta 1-toistomaksimista)
-harjoitteista. Alkumittausten voimatulosten perusteella madritelty heikompaa
alaraajaa harjoitettiin enemmaén ja suuremmalla vastuksella kuin vahvempaa
alaraajaa.

Tutkimuksen tulokset osoittavat, ettd terveilld idkkdilld naisilla heikom-
man alaraajan voimantuottoteho oli noin 15 % alhaisempi vahvempaan jalkaan
verrattuna. Lonkkamurtuman kokeneilla henkiloilld alaraajojen voimantuotto-
teho oli yleisesti alhaisempi ja lihasvoimapuoliero suurempi kuin terveilld idk-
kiilld naisilla. Ensimmdisten kolmen kuukauden aikana lonkkamurtuman jal-
keen voimantuottoteho kasvoi erityisesti murtuneella puolella ja puoliero pie-
neni. Voiman puoliero oli kuitenkin edelleen huomattava kolmen kuukauden ja
jopa keskimdéarin neljan vuoden kuluttua murtumasta. Keskiméarin nelja vuot-
ta lonkkamurtuman jdlkeen puolella tutkittavista murtunut alaraaja oli useilla
eri voimatesteilld arvioituna johdonmukaisesti heikompi alaraaja. Toisella puo-
lella tutkittavista taas ei havaittu alaraajojen lihasvoiman puolieroa tai murtu-
neen alaraajan sijaan toinen alaraaja oli heikompi. N4illd henkil6illd molempien
alaraajojen lihasvoimat olivat heikko ja ei-murtuneessa alaraajassa oli myos
enemmadn kipua tai muita vaivoja. Kaiken kaikkiaan kipu, nivelrikko ja murtu-
mat sekd pieni lihasmassa olivat yhteydessd kyseiseen alaraajan lihasvoiman
heikkenemiseen. Alaraajoihin kohdistuva kipu oli ainoa voimantuottotehon
puolieroa selittava tekija.

Tutkimus osoitti, ettd suuri alaraajojen lihasten voimantuottotehon puo-
liero oli yhteydessd hidastuneeseen kdvelynopeuteen ja heikentyneeseen tasa-
painoon. Liséksi voimantuottotehon puoliero oli yhteydessd vammoja aiheutta-
viin kaatumisiin. Ensimmdisen kolmen kuukauden aikana lonkkamurtuman
jdlkeen molempien alaraajojen voimantuottoteho oli yhteydessd kdvelynopeu-
teen sekd portaiden ylosnousunopeuteen. Jos ei-murtuneen alaraajan voiman-
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tuottoteho oli matala viikko lonkkamurtuman jdlkeen, ennusti se huonoa kéave-
lynopeutta vield kolmen kuukauden kuluttuakin murtumasta. Alaraajojen li-
hasten suuri voimantuottotehon puoliero oli yhteydessd hitaaseen portaiden
ylosnousunopeuteen sekd viikko ettd 13 viikkoa murtuman jdlkeen. Liséksi
murtuneen alaraajan voimantuotto-tehon lisddntyminen seké lihasvoiman puo-
lieron pieneneminen ensimmdisen kolmen kuukauden aikana murtuman jal-
keen olivat yhteydessa lisddntyneeseen portaiden ylosnousunopeuteen.

HIP-ASYMMETRY tutkimuksen kokeellinen osa osoitti, ettd yli 60-vuotiaat
henkil6t, joilla on ollut lonkkamurtuma, pystyvit osallistumaan varsin turvalli-
sesti ohjattuun intensiiviseen voima-nopeusharjoitteluun. Harjoitusryhméan
osallistumisprosentti oli korkea eikd harjoittelun aikana tai sen seurauksena il-
mennyt vakaavia harjoitteluun yhteydessd olevia komplikaatioita. Alaraajojen
ojentajalihasten lihasvoima ja voimantuottoteho, erityisesti heikommalla puolel-
la, lisddntyivat harjoittelun seurauksena. Lisdksi alaraajojen vilinen voiman-
tuottotehon puoliero pieneni merkitsevésti harjoitusryhmaldisilla verrokkeihin
verrattuna. Harjoitteluun osallistuneiden henkiléiden dynaaminen tasapaino
parani, mutta havaittu muutos ei eronnut verrokkiryhmaéssd havaitusta muu-
toksesta tilastollisesti merkitsevilld tavalla. Kdvelynopeuteen harjoittelu ei vai-
kuttanut. Ulkona liikkumisen ja pdivittdisten toimintojen vaikeudet viaheniviit ja
koettu terveys parani harjoittelun seurauksena.

Tutkimuksen tulokset osoittivat, ettd alaraajojen lihasvoiman puoliero on
huomattava myos terveilld idkkailld naisilla ja se saattaa hankaloittaa liikkumis-
ta ja heikentdd tasapainoa. Alaraajojen lihasvoiman puoliero saattaa syntyd ala-
raajan kivun, alaraajojen sairauksien tai vammojen seurauksena. Niilld lonkka-
murtuman kokeneilla henkil6illd, joilla ei havaittu lihasvoiman puolieroa tai,
joilla murtuneen alaraajan sijaan toinen alaraaja oli heikompi, oli kipuja sekd
sairauksia tai vammoja toisessa alaraajassa. Ndilld henkiloilld lihasvoima oli
heikentynyt molemmissa alaraajoissa. Tutkimustulokset osoittavat lisdksi, ettd
alaraajojen suurien vammojen, kuten murtumien, jdlkeen lihasvoiman paran-
taminen saattaa olla liikkumiskyvyn kannalta erityisen tdrkedd. Lonkkamurtu-
man kokeneiden henkildiden alaraajojen lihasvoima ja voimantuottoteho lisdan-
tyivdt ja voimantuottotehon puoliero pieneni muutaman kuukauden voima-
nopeusharjoittelun seurauksena. Tasapainoon ja kdvelynopeuteen harjoittelu ei
vaikuttanut vaikka harjoitteluun osallistuneet kokivatkin myonteisid harjoitus-
vaikutuksia liikkumiskykyyn ja pdivittdisistd tehtdvistd selviytymiseen. Inten-
siivinen alaraajojen lihasvoimaa lisddvéd ja voimanpuolieroa vahentdva harjoitte-
lu olisi syytd aloitetaan heti, kun se on murtuman jilkeen turvallista. Lonkka-
murtuman jdlkeisen kuntoutuksen tulisi voimaharjoittelun lisdksi sisdltdad ki-
vunhoitoa ja harjoitteita, jolla voidaan parantaa tasapainoa ja vdhentdd kaatu-
misen pelkoa. Alaraajojen lihasvoimapuolieron ehkdisemiseen tulisi my6s kiin-
nittdd huomiota muiden alaraajojen sairauksien ja vammojen yhteydessa.



87
REFERENCES

Aagaard P, Simonsen EB, Andersen JL, Magnusson P, Dyhre-Poulsen P. 2002.
Increased rate of force development and neural drive of human skeletal
muscle following resistance training. Journal of Applied Physiology 93,
1318-26.

Aharonoff GB, Dennis MG, Elshinawy A, Zuckerman JD, Koval KJ. 1998.
Circumstances of falls causing hip fractures in the elderly. Clinical
Orthopaedics and Related Research 348, 10-4.

Al Snih S, Markides KS, Ottenbacher KJ, Raji MA. 2004. Hand grip strength and
incident ADL disability in elderly Mexican Americans over a seven-year
period. Aging Clinical and Experimental Research 16, 481-6.

Al Snih S, Raji MA, Peek MK, Ottenbacher KJ. 2005. Pain, lower-extremity
muscle strength, and physical function among older Mexican Americans.
Archives of Physical Medicine and Rehabilitation 86, 1394-400.

American College of Sports Medicine. ACSM’s guidelines for exercise testing
and prescription, 6th Ed. Philadelphia: Lippincott Williams & Wilkins;
2000.

Aniansson A, Hedberg M, Henning GB, Grimby G. 1986. Muscle morphology,
enzymatic activity, and muscle strength in elderly men: a follow-up study.
Muscle & Nerve 9, 585-91.

Baker D, Wilson G, Carlyon B. 1994. Generality versus specificity: a comparison
of dynamic and isometric measures of strength and speed-strength.
European Journal of Applied Physiology 68, 350-5.

Barker K, Lamb SE, Toye F, Jackson S, Barrington S. 2004. Association between
radiographic joint space narrowing, function, pain and muscle power in
severe osteoarthritis of the knee. Clinical Rehabilitation 18, 793-800.

Bassey EJ, Short AH. 1990. A new method for measuring power output in a
single leg extension: feasibility, reliability and validity. European Journal
of Applied Physiology and Occupational Physiology 60, 385-90.

Bean JF, Kiely DK, Herman S, Leveille SG, Mizer K, Frontera WR, Fielding RA.
2002. The relationship between leg power and physical performance in
mobility-limited older people. Journal of the American Geriatrics Society
50, 461-7.

Bean JF, Leveille SG, Kiely DK, Bandinelli S, Guralnik JM, Ferrucci L. 2003. A
comparison of leg power and leg strength within the INCHIANTI study:
which influences mobility more? Journals of Gerontology Series A:
Biological Sciences and Medical Sciences 58, 728-33.

Bean JF, Herman S, Kiely DK, Frey IC, Leveille SG, Fielding RA, Frontera WR.
2004. Increased Velocity Exercise Specific to Task (InVEST) training: a pilot
study exploring effects on leg power, balance, and mobility in community-
dwelling older women. Journal of the American Geriatrics Society 52, 799-
804.



88

Bean JF, Bailey A, Kiely DK, Leveille SG. 2007. Do attitudes toward exercise
vary with differences in mobility and disability status? - a study among
low-income seniors. Disability and Rehabilitation 29, 1215-20.

Berg HE, Larsson L, Tesch PA. 1997. Lower-limb skeletal muscle function after 6
wk of bed rest. Journal of Applied Physiology 82, 182-8.

Binder EF, Brown M, Sinacore DR, Steger-May K, Yarasheski KE, Schechtman
KB. 2004. Effects of extended outpatient rehabilitation after hip fracture: a
randomized controlled trial. Journal of the American Medical Association
292, 837-46.

Biolo G, Ciocchi B, Stulle M, Bosutti A, Barazzoni R, Zanetti M, Antonione R,
Lebenstedt M, Platen P, Heer M, Guarnieri G. 2007. Calorie restriction
accelerates the catabolism of lean body mass during 2 wk of bed rest.
American Journal of Clinical Nutrition 86, 366-72.

Bohannon RW. 1997. Comfortable and maximum walking speed of adults aged
20-79 years: reference values and determinants. Age and Ageing 26, 15-9.

Bottaro M, Machado SN, Nogueira W, Scales R, Veloso J. 2007. Effect of high
versus low-velocity resistance training on muscular fitness and functional
performance in older men. European Journal of Applied Physiology 99,
257-64.

Buchner DM, Hornbrook MC, Kutner NG, Tinetti ME, Ory MG, Mulrow CD,
Schechtman KB, Gerety MB, Fiatarone MA, Wolf SL, et al. 1993.
Development of the common database for the FICSIT trials. Journal of the
American Geriatrics Society 41, 297-308.

Carroll T], Herbert RD, Munn J, Lee M, Gandevia SC. 2006. Contralateral effects
of unilateral strength training: evidence and possible mechanisms. Journal
of Applied Physiology 101, 1514-22.

Carter ND, Khan KM, Mallinson A, ssen PA, Heinonen A, Petit MA, McKay
HA; Fall-Free BC Research Group. 2002. Knee extension strength is a
significant determinant of static and dynamic balance as well as quality of
life in older community-dwelling women with osteoporosis. Gerontology
48, 360-8.

Caserotti P, Aagaard P, Buttrup Larsen ], Puggaard L. Explosive heavy-
resistance training in old and very old adults: changes in rapid muscle
force, strength and power. Scandinavian Journal of Medicine & Science in
Sports 2008 Jan 30; [Epub ahead of print]

Cawthon PM, Blackwell TL, Chan B, Winters-Stone K, Barrett-Connor E,
Ensrud K, Orwoll ES. 2007. Asymmetry in leg power increases non-spine
and hip fracture risk in older men: the osteoporotic fractures in men
(MrOS) Study. Annual Meeting of the American Society for Bone and
Mineral Research. http:/ /www.asbmr.org/meeting / abstracts.cfm.
Abstract 1158.

Cesari M, Kritchevsky SB, Penninx BW, Nicklas BJ, Simonsick EM, Newman
AB, Tylavsky FA, Brach JS, Satterfield S, Bauer DC, Visser M, Rubin SM,
Harris TB, Pahor M. 2005. Prognostic value of usual gait speed in well-
functioning older people—results from the Health, Aging and Body
Composition Study. Journal of the American Geriatrics Society 53, 1675-80.




89

Chang BH, Hendricks AM, Slawsky MT, Locastro JS. 2004. Patient recruitment
to a randomized clinical trial of behavioral therapy for chronic heart
failure. BMC Medical Research Methodology 4, 8.

Christou EA, Carlton LG. 2002. Age and contraction type influence motor
output variability in rapid discrete tasks. Journal of Applied Physiology
93, 489-98.

Coupland C, Wood D, Cooper C. 1993. Physical inactivity is an independent
risk factor for hip fracture in the elderly. Journal of Epidemiology and
Community Health 47, 441-3.

Cummings SR, Nevitt MC, Browner WS, Stone K, Fox KM, Ensrud KE, Cauley
J, Black D, Vogt TM. 1995. Risk factors for hip fracture in white women.
Study of Osteoporotic Fractures Research Group. The New England
Journal of Medicine 332, 767-73.

Cuoco A, Callahan DM, Sayers S, Frontera WR, Bean ], Fielding RA. 2004.
Impact of muscle power and force on gait speed in disabled older men and
women. Journals of Gerontology Series A: Biological Sciences and Medical
Sciences 59, 1200-6.

D'Antona G, Pellegrino MA, Adami R, Rossi R, Carlizzi CN, Canepari M, Saltin
B, Bottinelli R. 2003. The effect of ageing and immobilization on structure
and function of human skeletal muscle fibres. Journal of Physiology 552,
499-511.

Dasch B, Endres HG, Maier C, Lungenhausen M, Smektala R, Trampisch HJ,
Pientka L. 2008. Fracture-related hippain in elderly patients with proximal
femoral fracture after discharge from stationary treatment. European
Journal of Pain 12, 149-156.

Dean JC, Kuo AD, Alexander NB. 2004. Age-related changes in maximal hip
strength and movement speed. Journals of Gerontology Series A:
Biological Sciences and Medical Sciences 59, 286-92.

Delbaere K, Crombez G, Vanderstraeten G, Willems T, Cambier D. 2004. Fear-
related avoidance of activities, falls and physical frailty. A prospective
community-based cohort study. Age and Ageing 33, 368-73.

De Vito G, Bernardi M, Forte R, Pulejo C, Macaluso A, Figura F. 1998.
Determinants of maximal instantaneous muscle power in women aged 50-
75 years. European Journal of Applied Physiology and Occupational
Physiology 78, 59-64.

Dipietro L, Caspersen CJ, Ostfeld AM, Nadel ER. 1993. A survey for assessing
physical activity among older adults. Medicine & Science in Sports &
Exercise 25, 628-42.

Doherty TJ, Vandervoort AA, Tayler AW, Brown WF. 1993. Effects of motor
unit losses on strength in older men and women. Journal of Applied
Physiology 74, 1717-27.

Enoka RM. 1994. Neuromechanical basis of kinesiology. 2d edition. Chanpaign,
USA: Human Kinetics.

Era P, Avlund K, Jokela J, Gause-Nilsson I, Heikkinen E, Steen B, Schroll M.
1997. Postural balance and self-reported functional ability in 75-year-old



90

men and women: a cross-national comparative study. Journal of the
American Geriatrics Society 45, 21-9.

Ericsson YB, Roos EM, Dahlberg L. 2006. Muscle strength, functional
performance, and self-reported outcomes four years after arthroscopic
partial meniscectomy in middle-aged patients. Arthritis & Rheumatism 55,
946-52.

Ettinger WH Jr, Burns R, Messier SP, Applegate W, Rejeski W], Morgan T,
Shumaker S, Berry MJ, O'Toole M, Monu ], Craven T. 1997. A randomized
trial comparing aerobic exercise and resistance exercise with a health
education program in older adults with knee osteoarthritis. The Fitness
Arthritis and Seniors Trial (FAST). Journal of the American Medical
Association 277, 25-31.

Ferrucci L, Guralnik JM, Buchner D, Kasper ], Lamb SE, Simonsick EM, Corti
MC, Bandeen-Roche K, Fried LP. 1997. Departures from linearity in the
relationship between measures of muscular strength and physical
performance of the lower extremities: the Women's Health and Aging
Study. Journals of Gerontology Series A: Biological Sciences and Medical
Sciences 52, M275-8b.

Fiatarone MA, O'Neill EF, Ryan ND, Clements KM, Solares GR, Nelson ME,
Roberts SB, Kehayias JJ, Lipsitz LA, Evans WJ. 1994. Exercise training and
nutritional supplementation for physical frailty in very elderly people. The
New England Journal of Medicine 330, 1769-75.

Fielding RA, LeBrasseur NK, Cuoco A, Bean ], Mizer K, Fiatarone Singh MA.
2002. High-velocity resistance training increases skeletal muscle peak
power in older women. Journal of the American Geriatrics Society 50, 655-
62.

Fleming BE, Wilson DR, Pendergast DR. 1991. A portable, easily performed
muscle power test and its association with falls by elderly persons.
Archives of Physical Medicine and Rehabilitation 72, 886-9.

Foldvari M, Clark M, Laviolette LC, Bernstein MA, Kaliton D, Castaneda C, Pu
CT, Hausdorff JM, Fielding RA, Singh MA. 2000. Association of muscle
power with functional status in community-dwelling elderly women.
Journals of Gerontology Series A: Biological Sciences and Medical Sciences
55, M192-9.

Folstein MF, Folstein SE, McHugh PR. 1975. “Mini-mental state”. A practical
method for grading the cognitive state of patients for the clinician. Journal
of Psychiatric Research 12, 189-98.

Fox KM, Hawkes WG, Hebel JR, Felsenthal G, Clark M, Zimmerman SI,
Kenzora JE, Magaziner J. 1998. Mobility after hip fracture predicts health
outcomes. Journal of the American Geriatrics Society 46, 169-73.

Fried LP, Young Y, Rubin G, Bandeen-Roche K; WHAS II Collaborative
Research Group. 2001. Self-reported preclinical disability identifies older
women with early declines in performance and early disease. Journal of
Clinical Epidemiology 54, 889-901.

Frobell RB, Lohmander LS, Roos EM. 2007. The challenge of recruiting patients
with anterior cruciate ligament injury of the knee into a randomized



91

clinical trial comparing surgical and non-surgical treatment.
Contemporary Clinical Trials 28, 295-302.

Frontera WR, Hughes VA, Fielding RA, Fiatarone MA, Evans W], Roubenoff R.
2000. Aging of skeletal muscle: a 12-yr longitudinal study. Journal of
Applied Physiology 88, 1321-6.

Frontera WR, Hughes VA, Krivickas LS, Kim SK, Foldvari M, Roubenoff R.
2003. Strength training in older women: early and late changes in whole
muscle and single cells. Muscle & Nerve 28, 601-8.

Gabriel DA, Kamen G, Frost G. 2006. Neural adaptations to resistive exercise:
mechanisms and recommendations for training practices. Sports Medicine
36, 133-49.

Galvao DA, Taaffe DR. 2005. Resistance exercise dosage in older adults: single-
versus multiset effects on physical performance and body composition.
Journal of the American Geriatrics Society 53, 2090-7.

Gapeyeva H, Buht N, Peterson K, Ereline ], Haviko T, Padsuke M. 2007.
Quadriceps femoris muscle voluntary isometric force production and
relaxation characteristics before and 6 months after unilateral total knee
arthroplasty in women. Knee Surgery, Sports Traumatology, Arthroscopy
15, 202-11.

Gill TM, Allore HG, Hardy SE, Guo Z. 2006. The dynamic nature of mobility
disability in older persons. Journal of the American Geriatrics Society 54,
248-54.

Greenspan SL, Myers ER, Maitland LA, Resnick NM, Hayes WC. 1994 Fall
severity and bone mineral density as risk factors for hip fracture in
ambulatory elderly. Journal of the American Medical Association 271, 128-
33.

Gregg EW, Cauley JA, Seeley DG, Ensrud KE, Bauer DC. 1998. Physical activity
and osteoporotic fracture risk in older women. Study of Osteoporotic
Fractures Research Group. Annals of Internal Medicine 129, 81-8.

Grimby G. 1986. Physical activity and muscle training in the elderly. Acta
Medica Scandinavica Suppl. 711, 233-7.

Guralnik JM, Ferrucci L, Pieper CF, Leveille SG, Markides KS, Ostir GV,
Studenski S, Berkman LF, Wallace RB. 2000. Lower extremity function and
subsequent disability: consistency across studies, predictive models, and
value of gait speed alone compared with the short physical performance
battery. Journals of Gerontology Series A: Biological Sciences and Medical
Sciences 55, M221-31.

Haentjens P, Autier P, Barette M, Boonen S; Belgian Hip Fracture Study Group.
2001. The economic cost of hip fractures among elderly women. A one-
year, prospective, observational cohort study with matched-pair analysis.
Belgian Hip Fracture Study Group. The Journal of Bone and Joint Surgery
83A, 493-500.

Hakkinen K, Hakkinen A. 1991. Muscle cross-sectional area, force production
and relaxation characteristics in women at different ages. European
Journal of Applied Physiology and Occupational Physiology 62, 410-4.



92

Hikkinen K, Alen M, Kallinen M, Newton RU, Kraemer W]. 2000.
Neuromuscular adaptation during prolonged strength training, detraining
and re-strength-training in middle-aged and elderly people. European
Journal of Applied Physiology 83, 51-62.

Hakkinen K, Kraemer W], Newton RU, Alen M. 2001. Changes in
electromyographic activity, muscle fibre and force production
characteristics during heavy resistance/power strength training in
middle-aged and older men and women. Acta Physiologica Scandinavica
171, 51-62.

Hauer K, Rost B, Riitschle K, Opitz H, Specht N, Bartsch P, Oster P, Schlierf G.
2001. Exercise training for rehabilitation and secondary prevention of falls
in geriatric patients with a history of injurious falls. Journal of the
American Geriatrics Society 49, 10-20.

Hauer K, Specht N, Schuler M, Bartsch P, Oster P. 2002. Intensive physical
training in geriatric patients after severe falls and hip surgery. Age and
Ageing 31, 49-57.

Hauer K, Pfisterer M, Schuler M, Bartsch P, Oster P. 2003. Two years later: a
prospective long-term follow-up of a training intervention in geriatric
patients with a history of severe falls. Archives of Physical Medicine and
Rehabilitation 84, 1426-32.

Hawkes WG, Wehren L, Orwig D, Hebel JR, Magaziner ]. 2006. Gender
differences in functioning after hip fracture. Journals of Gerontology Series
A: Biological Sciences and Medical Sciences 61, 495-9.

Hedstrom M, Ljungqvist O, Cederholm T. 2006. Metabolism and catabolism in
hip fracture patients: nutritional and anabolic intervention--a review. Acta
Orthopaedica 77, 741-7.

Herman S, Kiely DK, Leveille S, O'Neill E, Cyberey S, Bean JF. 2005. Upper and
lower-limb muscle power relationships in mobility-limited older adults.
Journals of Gerontology Series A: Biological Sciences and Medical Sciences
60, 476-80.

Herrick C, Steger-May K, Sinacore DR, Brown M, Schechtman KB, Binder EF.
2004. Persistent pain in frail older adults after hip fracture repair. Journal
of the American Geriatrics Society 52, 2062-8.

Heuts PH, Vlaeyen JW, Roelofs J, de Bie RA, Aretz K, van Weel C, van Schayck
OC. 2004. Pain-related fear and daily functioning in patients with
osteoarthritis. Pain 110, 228-35.

Hirvensalo M, Lampinen P, Rantanen T. 1998. Physical exercise in old age: an
eigth-year follow-up study on involvement, motives, and obstacles among
persons age 65-84. Journal of Aging and Physical Activity 6, 157-68.

Hirvensalo M, Rantanen T, Heikkinen E. 2000. Mobility difficulties and physical
activity as predictors of mortality and loss of independence in the
community-living older population. Journal of the American Geriatrics
Society 48, 493-8.

Hodkinson HM. 1972. Evaluation of a mental test score for assessment of
mental impairment in the elderly. Age and Ageing 1, 233-8.



93

Holder-Powell HM, Rutherford OM. 1999. Unilateral lower-limb injury: its
long-term effects on quadriceps, hamstring, and plantarflexor muscle
strength. Archives of Physical Medicine and Rehabilitation 80, 717-20.

Holder-Powell HM, Rutherford OM. 2000. Unilateral lower-limb
musculoskeletal injury: its long-term effect on balance. Archives of
Physical Medicine and Rehabilitation 81, 265-8.

Hortobagyi T, Tunnel D, Moody ], Beam S, DeVita P. 2001. Low- or high-
intensity strength training partially restores impaired quadriceps force
accuracy and steadiness in aged adults. Journals of Gerontology Series A:
Biological Sciences and Medical Sciences 56, B38-47.

Hortobagyi T, Mizelle C, Beam S, DeVita P. 2003. Old adults perform activities
of daily living near their maximal capabilities. Journals of Gerontology
Series A: Biological Sciences and Medical Sciences 58, M453-60.

Host HH, Sinacore DR, Bohnert KL, Steger-May K, Brown M, Binder EF. 2007.
Training-induced strength and functional adaptations after hip fracture.
Physical Therapy 87, 292-303.

Hruda KV, Hicks AL, McCartney N. 2003. Training for muscle power in older
adults: effects on functional abilities. Canadian Journal of Applied
Physiology 28, 178-89.

Hughes VA, Frontera WR, Wood M, Evans W], Dallal GE, Roubenoff R,
Fiatarone Singh MA. 2001. Longitudinal muscle strength changes in older
adults: influence of muscle mass, physical activity, and health. Journals of
Gerontology Series A: Biological Sciences and Medical Sciences 56, B209-
17.

Hunt MA, Sanderson DJ, Moffet H, Inglis JT. 2004. Interlimb asymmetry in
persons with and without an anterior cruciate ligament deficiency during
stationary cycling. Archives of Physical Medicine and Rehabilitation 85,
1475-8.

Hunter SK, Thompson MW, Adams RD. 2000. Relationships among age-
associated strength changes and physical activity level, limb dominance,
and muscle group in women. Journals of Gerontology Series A: Biological
Sciences and Medical Sciences 55, B264-73.

Hurley MV, Scott DL, Rees ], Newham DJ. 1997. Sensorimotor changes and
functional performance in patients with knee osteoarthritis. Annals of the
Rheumatic Diseases 56, 641-8.

Hurley MV, Rees ], Newham DJ. 1998. Quadriceps function, proprioceptive
acuity and functional performance in healthy young, middle-aged and
elderly subjects. Age and Ageing 27, 55-62.

Izquierdo M, Aguado X, Gonzalez R, Lépez JL, Hakkinen K. 1999. Maximal and
explosive force production capacity and balance performance in men of
different ages. European Journal of Applied Physiology and Occupational
Physiology 79, 260-7.

Janzen CL, Chilibeck PD, Davison KS. 2006. The effect of unilateral and bilateral
strength training on the bilateral deficit and lean tissue mass in post-
menopausal women. European Journal of Applied Physiology 97, 253-60.



94

Jarnlo GB, Thorngren KG. 1991a. Standing balance in hip fracture patients. 20
middle-aged patients compared with 20 healthy subjects. Acta
Orthopaedica Scandinavica 62, 427-34.

Jarnlo GB. Hip fracture patients. 1991b. Background factors and function.
Scandinavian Journal of Rehabilitation Medicine Suppl. 24, 1-31.

Jette AM, Lachman M, Giorgetti MM, Assmann SF, Harris BA, Levenson C,
Wernick M, Krebs D. 1999. Exercise--it's never too late: the strong-for-life
program. American Journal of Public Health 89, 66-72.

Judge JO, Whipple RH, Wolfson LI 1994. Effects of resistive and balance
exercises on isokinetic strength in older persons. Journal of the American
Geriatrics Society 42, 937-46.

Jylhda M, Guralnik JM, Balfour J, Fried LP. 2001. Walking difficulty, walking
speed, and age as predictors of self-rated health: the women's health and
aging study. Journals of Gerontology Series A: Biological Sciences and
Medical Sciences 56, M609-17.

Kannus P, Alosa D, Cook L, Johnson R], Renstrom P, Pope M, Beynnon B,
Yasuda K, Nichols C, Kaplan M. 1992. Effect of one-legged exercise on the
strength, power and endurance of the contralateral leg. A randomized,
controlled study using isometric and concentric isokinetic training.
European Journal of Applied Physiology and Occupational Physiology 64,
117-26.

Kannus P, Niemi S, Parkkari J, Palvanen M, Vuori I, Jarvinen M. 1999. Hip
fractures in Finland between 1970 and 1997 and predictions for the future.
The Lancet 353, 802-5.

Kannus P, Parkkari J, Niemi S, Palvanen M. 2005a. Fall-induced deaths among
elderly people. American Journal of Public Health 95, 422-4.

Kannus P, Sievianen H, Palvanen M, Jarvinen T, Parkkari J. 2005b. Prevention of
falls and consequent injuries in elderly people. The Lancet 366, 1885-93.

Kannus P, Leiponen P, Parkkari J, Palvanen M, Jarvinen M. 2006a. A sideways
fall and hip fracture. Bone 39, 383-4.

Kannus P, Niemi S, Parkkari J, Palvanen M, Vuori I, Jarvinen M. 2006b.
Nationwide decline in incidence of hip fracture. Journal of Bone and
Mineral Research 21, 1836-8.

Kaprio ], Sarna S, Koskenvuo M, Rantasalo I. 1978. The Finnish Twin Registry:
formation and compilation, questionnaire study, zygosity determination
procedures, and research program. Progress in Clinical and Biological
Research 24 Pt B, 179-84.

Kaprio J, Koskenvuo M. 2002. Genetic and environmental factors in complex
diseases: the older Finnish Twin Cohort. Twin Research 5, 358-65.

Karinkanta S, Heinonen A, Sievanen H, Uusi-Rasi K, Kannus P. 2005. Factors
predicting dynamic balance and quality of life in home-dwelling elderly
women. Gerontology 51, 116-21.

Keene GS, Parker MJ, Pryor GA. 1993. Mortality and morbidity after hip
fractures. British Medical Journal 307, 1248-50.



95

Kellogg International Work Group. 1987. The prevention of falls in later life. A
report of the Kellogg International Work Group on the Prevention of Falls
by the Elderly. Danish Medical Bulletin 34 Suppl 4, 1-24.

King MB, Tinetti ME. 1995. Falls in community-dwelling older persons. Journal
of the American Geriatrics Society 43, 1146-54.

Kirke PN, Sutton M, Burke H, Daly L. 2002. Outcome of hip fracture in older
Irish women: a 2-year follow-up of subjects in a case-control study. Injury
33, 387-91.

Kortebein P, Ferrando A, Lombeida ], Wolfe R, Evans WJ. 2007. Effect of 10
days of bed rest on skeletal muscle in healthy older adults. Journal of the
American Medical Association 297, 1772-4.

Kraemer WJ, Adams K, Cafarelli E, Dudley GA, Dooly C, Feigenbaum MS,
Fleck §J, Franklin B, Fry AC, Hoffman JR, Newton RU, Potteiger J, Stone
MH, Ratamess NA, Triplett-McBride T, American College of Sports
Medicine. 2002. American College of Sports Medicine position stand.
Progression models in resistance training for healthy adults. Medicine &
Science in Sports & Exercise 34, 364-80.

Kujala UM, Kaprio J, Kannus P, Sarna S, Koskenvuo M. 2000. Physical activity
and osteoporotic hip fracture risk in men. Archives of Internal Medicine
160, 705-8.

Lamb SE, Morse RE, Evans JG. 1995. Mobility after proximal femoral fracture:
the relevance of leg extensor power, postural sway and other factors. Age
and Ageing 24, 308-14.

Lamb SE, Guralnik JM, Buchner DM, Ferrucci LM, Hochberg MC, Simonsick
EM, Fried LP. 2000. Factors that modify the association between knee pain
and mobility limitation in older women: the Women's Health and Aging
Study. Annals of the Rheumatic Diseases 59, 331-7.

Lamb SE, Oldham JA, Morse RE, Evans JG. 2002. Neuromuscular stimulation of
the quadriceps muscle after hip fracture: a randomized controlled trial.
Archives of Physical Medicine and Rehabilitation 83, 1087-92.

Lamoureux EL, Sparrow WA, Murphy A, Newton RU. 2001. Differences in the
neuromuscular capacity and lean muscle tissue in old and older
community-dwelling adults. Journals of Gerontology Series A: Biological
Sciences and Medical Sciences 56, M381-5.

Langlois JA, Maggi S, Harris T, Simonsick EM, Ferrucci L, Pavan M, Sartori L,
Enzi G. 1996. Self-report of difficulty in performing functional activities
identifies a broad range of disability in old age. Journal of the American
Geriatrics Society 44, 1421-8.

Lanza IR, Towse TF, Caldwell GE, Wigmore DM, Kent-Braun JA. 2003. Effects
of age on human muscle torque, velocity, and power in two muscle
groups. Journal of Applied Physiology 95, 2361-9.

Latham NK, Bennett DA, Stretton CM, Anderson CS. 2004. Systematic review of
progressive resistance strength training in older adults. Journals of
Gerontology Series A: Biological Sciences and Medical Sciences 59, 48-61.



96

Laukkanen P, Heikkinen E, Kauppinen M. 1995. Muscle strength and mobility
as predictors of survival in 75-84-year-old people. Age and Ageing 24, 468-
73.

Lauretani F, Russo CR, Bandinelli S, Bartali B, Cavazzini C, Di lorio A, Corsi
AM, Rantanen T, Guralnik JM, Ferrucci L. 2003. Age-associated changes in
skeletal muscles and their effect on mobility: an operational diagnosis of
sarcopenia. Journal of Applied Physiology 95, 1851-60.

Leinonen R, Heikkinen E, Jylhd M. 1998. Self-rated health and self-assessed
change in health in elderly men and women--a five-year longitudinal
study. Social Sciences and Medicine 46, 591-7.

Leveille SG, Ling S, Hochberg MC, Resnick HE, Bandeen-Roche K], Won A,
Guralnik JM. 2001. Widespread musculoskeletal pain and the progression
of disability in older disabled women. Annals of Internal Medicine 135,
1038-46.

Leveille SG, Bean ], Bandeen-Roche K, Jones R, Hochberg M, Guralnik JM. 2002.
Musculoskeletal pain and risk for falls in older disabled women living in
the community. Journal of the American Geriatrics Society 50, 671-8.

Leveille SG, Bean ], Ngo L, McMullen W, Guralnik JM. 2007. The pathway from
musculoskeletal pain to mobility difficulty in older disabled women. Pain
128, 69-77.

Lexell J, Henriksson-Larsén K, Winblad B, Sjostrom M. 1983. Distribution of
different fiber types in human skeletal muscles: effects of aging studied in
whole muscle cross sections. Muscle & Nerve 6, 588-95.

Lexell J, Downham DY, Larsson Y, Bruhn E, Morsing B. 1995. Heavy-resistance
training in older Scandinavian men and women: short- and long-term
effects on arm and leg muscles. Scandinavian Journal of Medicine &
Science in Sports 5, 329-41.

Liikavainio T, Isolehto J, Helminen HJ, Perttunen ], Lepola V, Kiviranta I,
Arokoski JP, Komi PV. 2007. Loading and gait symmetry during level and
stair walking in asymptomatic subjects with knee osteoarthritis:
importance of quadriceps femoris in reducing impact force during heel
strike? Knee 14, 231-8.

Lindle RS, Metter EJ, Lynch NA, Fleg JL, Fozard JL, Tobin J, Roy TA, Hurley BF.
1997. Age and gender comparisons of muscle strength in 654 women and
men aged 20-93 yr. Journal of Applied Physiology 83, 1581-7.

Lonnroos E, Kautiainen H, Karppi P, Huusko T, Hartikainen S, Kiviranta I,
Sulkava R. 2006. Increased incidence of hip fractures. A population based-
study in Finland. Bone 39, 623-7.

Luukinen H, Koski K, Honkanen R, Kiveld SL. 1995. Incidence of injury-causing
falls among older adults by place of residence: a population-based study.
Journal of the American Geriatrics Society 43, 871-6.

Lynch NA, Metter EJ, Lindle RS, Fozard JL, Tobin JD, Roy TA, Fleg JL, Hurley
BF. 1999. Muscle quality. I. Age-associated differences between arm and
leg muscle groups. Journal of Applied Physiology 86, 188-94.

Macaluso A, De Vito G. 2003. Comparison between young and older women in
explosive power output and its determinants during a single leg-press



97

action after optimisation of load. European Journal of Applied Physiology
90, 458-63.

Madsen OR, Lauridsen UB. 1995. Knee extensor and flexor strength in elderly
women after recent hip fracture: assessment by the Cybex 6000
dynamometer of intra-rater inter-test reliability. Scandinavian Journal of
Rehabilitation Medicine 27, 219-26.

Madsen OR, Lauridsen UB, Serensen OH. 2000. Quadriceps strength in women
with a previous hip fracture: relationships to physical ability and bone
mass. Scandinavian Journal of Rehabilitation Medicine 32, 37-40.

Magaziner J, Hawkes W, Hebel JR, Zimmerman SI, Fox KM, Dolan M,
Felsenthal G, Kenzora J. 2000. Recovery from hip fracture in eight areas of
function. Journals of Gerontology Series A: Biological Sciences and
Medical Sciences 55, M498-507.

Magaziner ], Fredman L, Hawkes W, Hebel JR, Zimmerman S, Orwig DL,
Wehren L. 2003. Changes in functional status attributable to hip fracture:
a comparison of hip fracture patients to community-dwelling aged.
American Journal of Epidemiology 157, 1023-31.

Maki BE. 1997. Gait changes in older adults: predictors of falls or indicators of
fear. Journal of the American Geriatrics Society 45(3), 313-20.

Mangione KK, Craik RL, Tomlinson SS, Palombaro KM. 2005. Can elderly
patients who have had a hip fracture perform moderate- to high-intensity
exercise at home? Physical Therapy 85, 727-39.

McArdle WD, Katch FI, Katch VL. 2000. Essentials of exercise physiology. 2nd
edition. USA: Lippincott Williams & Wilkins.

McDonagh M]J, Davies CT. 1984. Adaptive response of mammalian skeletal
muscle to exercise with high loads. European Journal of Applied
Physiology and Occupational Physiology 52, 139-55.

Meuleman JR, Brechue WF, Kubilis PS, Lowenthal DT. 2000. Exercise training in
the debilitated aged: strength and functional outcomes. Archives of
Physical Medicine and Rehabilitation 81, 312-8.

Mikkola T, Sipild S, Portegijs E, Kallinen M, Alén M, Kiviranta I, Pekkonen M,
Heinonen A. 2007. Impaired geometric properties of tibia in older women
with hip fracture history. Osteoporosis International 18, 1083-90.

Miller MD, Crotty M, Whitehead C, Bannerman E, Daniels LA. 2006a.
Nutritional supplementation and resistance training in nutritionally at risk
older adults following lower-limb fracture: a randomized controlled trial.
Clinical Rehabilitation 20, 311-23.

Miller RR, Cappola AR, Shardell MD, Hawkes WG, Yu-Yahiro JA, Hebel JR,
Magaziner J. 2006b. Persistent changes in interleukin-6 and lower
extremity function following hip fracture. Journals of Gerontology Series
A: Biological Sciences and Medical Sciences 61, 1053-8.

Miszko TA, Cress ME, Slade JM, Covey CJ, Agrawal SK, Doerr CE. 2003. Effect
of strength and power training on physical function in community-
dwelling older adults. Journals of Gerontology Series A: Biological
Sciences and Medical Sciences 58, 171-5.



98

Mitchell SL, Stott D], Martin BJ, Grant SJ. 2001. Randomized controlled trial of
quadriceps training after proximal femoral fracture. Clinical Rehabilitation
15, 282-90.

Mizner RL, Stevens JE, Snyder-Mackler L. 2003. Voluntary activation and
decreased force production of the quadriceps femoris muscle after total
knee arthroplasty. Physical Therapy 83, 359-65.

Mizner RL, Snyder-Mackler L. 2005a. Altered loading during walking and sit-
to-stand is affected by quadriceps weakness after total knee arthroplasty.
Journal of Orthopaedic Research 23, 1083-90.

Mizner RL, Petterson SC, Stevens JE, Vandenborne K, Snyder-Mackler L. 2005b.
Early quadriceps strength loss after total knee arthroplasty. The
contributions of muscle atrophy and failure of voluntary muscle
activation. The Journal of Bone and Joint Surgery 87, 1047-53.

Morrison RS, Magaziner ], McLaughlin MA, Orosz G, Silberzweig SB, Koval KJ,
Siu AL. 2003. The impact of post-operative pain on outcomes following
hip fracture. Pain 103, 303-11.

Nadeau S, McFadyen BJ, Malouin F. 2003. Frontal and sagittal plane analyses of
the stair climbing task in healthy adults aged over 40 years: what are the
challenges compared to level walking? Clinical Biomechanics 18, 950-9.

Nelson ME, Fiatarone MA, Morganti CM, Trice I, Greenberg RA, Evans WJ.
1994. Effects of high-intensity strength training on multiple risk factors for
osteoporotic fractures. A randomized controlled trial. Journal of the
American Medical Association 272, 1909-14.

Nevitt MC, Cummings SR, Kidd S, Black D. 1989. Risk factors for recurrent
nonsyncopal falls. A prospective study. Journal of the American Medical
Association 261, 2663-8.

Nevitt MC, Cummings SR. 1993. Type of fall and risk of hip and wrist fractures:
the study of osteoporotic fractures. The Study of Osteoporotic Fractures
Research Group. Journal of the American Geriatrics Society 41, 1226-34.

Newton RU, Hakkinen K, Hakkinen A, McCormick M, Volek J, Kraemer W]J.
2002. Mixed-methods resistance training increases power and strength of
young and older men. Medicine & Science in Sports & Exercise 34, 1367-
75.

Norton R, Butler M, Robinson E, Lee-Joe T, Campbell AJ. 2000. Declines in
physical functioning attributable to hip fracture among older people: a
follow-up study of case-control participants. Disability & Rehabilitation
22, 345-51.

Nurmi I, Lithje P. 2002. Incidence and costs of falls and fall injuries among
elderly in institutional care. Scandinavian Journal of Primary Health Care
20, 118-22.

Onder G, Penninx BW, Lapuerta P, Fried LP, Ostir GV, Guralnik JM, Pahor M.
2002. Change in physical performance over time in older women: the
Women's Health and Aging Study. Journals of Gerontology Series A:
Biological Sciences and Medical Sciences 57, M289-93.



99

Onder G, Cesari M, Russo A, Zamboni V, Bernabei R, Landi F. 2006. Association
between daily pain and physical function among old-old adults living in
the community: results from the ilSIRENTE study. Pain 121, 53-9.

O'Reilly SC, Jones A, Muir KR, Doherty M. 1998. Quadriceps weakness in knee
osteoarthritis: the effect on pain and disability. Annals of the Rheumatic
Diseases 57, 588-94.

Orr R, de Vos NJ, Singh NA, Ross DA, Stavrinos TM, Fiatarone-Singh MA. 2006.
Power training improves balance in healthy older adults. Journals of
Gerontology Series A: Biological Sciences and Medical Sciences 61, 78-85.

Paddon-Jones D, Sheffield-Moore M, Cree MG, Hewlings SJ, Aarsland A, Wolfe
RR, Ferrando AA. 2006. Atrophy and impaired muscle protein synthesis
during prolonged inactivity and stress. Journal of Clinical Endocrinology
& Metabolism 91, 4836-41.

Perry MC, Carville SF, Smith IC, Rutherford OM, Newham D]J. 2007. Strength,
power output and symmetry of leg muscles: effect of age and history of
falling. European Journal of Applied Physiology 100, 553-61.

Petrella RJ, Payne M, Myers A, Overend T, Chesworth B. 2000. Physical
function and fear of falling after hip fracture rehabilitation in the elderly.
American Journal of Physical Medicine and Rehabilitation 79, 154-60.

Petrella JK, Kim JS, Tuggle SC, Hall SR, Bamman MM. 2005. Age differences in
knee extension power, contractile velocity, and fatigability. Journal of
Applied Physiology 98, 211-20.

Pijnappels M, Bobbert MF, van Dieén JH. 2005. Control of support limb muscles
in recovery after tripping in young and older subjects. Experimental Brain
Research 160, 326-33.

Pohjola L. 2006. TOIMIVA-testit yli 75-vuotiaiden miesten fyysisen
toimintakyvyn arvioinnissa. (TOIMIVA tests in estimation of functional
capacity of men over 75 years). Kuopio University Publications D. Medical
Sciences 382. Dissertation.

Ponzer S, Tidermark J, Brismar K, Soderqvist A, Cederholm T. 1999. Nutritional
status, insulin-like growth factor-1 and quality of life in elderly women
with hip fractures. Clinical Nutrition 18, 241-6.

von Porat A, Henriksson M, Holmstrom E, Thorstensson CA, Mattsson L, Roos
EM. 2006. Knee kinematics and kinetics during gait, step and hop in males
with a 16 years old ACL injury compared with matched controls. Knee
Surgery, Sports Traumatology, Arthroscopy 14, 546-54.

Portegijs E, Rantanen T, Sipild S, Laukkanen P, Heikkinen E. 2007. Physical
activity compensates for increased mortality risk among older people with
poor muscle strength. Scandinavian Journal of Medicine and Science in
Sports 17, 473-479.

Rantanen T, Era P, Heikkinen E. 1994. Maximal isometric strength and mobility
among 75-year-old men and women. Age and Ageing 23, 132-7.

Rantanen T, Era P, Heikkinen E. 1996. Maximal isometric knee extension
strength and stair-mounting ability in 75- and 80-year-old men and
women. Scandinavian Journal of Rehabilitation and Medicine 28, 89-93.



100

Rantanen T, Avela J. 1997a. Leg extension power and walking speed in very old
people living independently. Journals of Gerontology Series A: Biological
Sciences and Medical Sciences 52, M225-31.

Rantanen T, Era P, Heikkinen E. 1997b. Physical activity and the changes in
maximal isometric strength in men and women from the age of 75 to 80
years. Journal of the American Geriatrics Society 45, 1439-45.

Rantanen T, Guralnik JM, Izmirlian G, Williamson JD, Simonsick EM, Ferrucci
L, Fried LP. 1998a. Association of muscle strength with maximum walking
speed in disabled older women. American Journal of Physical Medicine
and Rehabilitation 77, 299-305.

Rantanen T, Masaki K, Foley D, Izmirlian G, White L, Guralnik JM. 1998b. Grip
strength changes over 27 yr in Japanese-American men. Journal of
Applied Physiology 85, 2047-53.

Rantanen T, Guralnik JM, Foley D, Masaki K, Leveille S, Curb JD, White L.
1999a. Midlife hand grip strength as a predictor of old age disability.
Journal of the American Medical Association 281, 558-60.

Rantanen T, Guralnik JM, Sakari-Rantala R, Leveille S, Simonsick EM, Ling S,
Fried LP. 1999b. Disability, physical activity, and muscle strength in older
women: the Women's Health and Aging Study. Archives of Physical
Medicine and Rehabilitation 80, 130-5.

Rantanen T, Guralnik JM, Ferrucci L, Penninx BW, Leveille S, Sipild S, Fried LP.
2001. Coimpairments as predictors of severe walking disability in older
women. Journal of the American Geriatrics Society 49, 21-7.

Rantanen T, Avlund K, Suominen H, Schroll M, Frindin K, Pertti E. 2002.
Muscle strength as a predictor of onset of ADL dependence in people aged
75 years. Aging Clinical and Experimental Research 14(3 Suppl), 10-5.

Rantanen T, Volpato S, Ferrucci L, Heikkinen E, Fried LP, Guralnik JM. 2003.
Handgrip strength and cause-specific and total mortality in older disabled
women: exploring the mechanism. Journal of the American Geriatrics
Society 51, 636-41.

Robertson S, Frost H, Doll H, O'Connor JJ. 1998. Leg extensor power and
quadriceps strength: an assessment of repeatability in patients with
osteoarthritic knees. Clinical Rehabilitation 12, 120-6.

Roche JJ, Wenn RT, Sahota O, Moran CG. 2005. Effect of comorbidities and
postoperative complications on mortality after hip fracture in elderly
people: prospective observational cohort study. British Medical Journal
331, 1374.

Roos MR, Rice CL, Vandervoort AA. 1997. Age-related changes in motor unit
function. Muscle & Nerve 20, 679-90.

Rossi MD, Hasson S. 2004. Lower-limb force production in individuals after
unilateral total knee arthroplasty. Archives of Physical Medicine and
Rehabilitation 85, 1279-84.

Rutherford OM, Jones DA, Round JM. 1990. Long-lasting unilateral muscle
wasting and weakness following injury and immobilisation. Scandinavian
Journal of Rehabilitation Medicine 22, 33-7.



101

Sainio P, Koskinen S, Heliovaara M, Martelin T, Hirkdnen T, Hurri H,
Miilunpalo S, Aromaa A. 2006. Self-reported and test-based mobility
limitations in a representative sample of Finns aged 30+. Scandinavian
Journal of Public Health 34, 378-86.

Sayers SP, Bean ], Cuoco A, LeBrasseur NK, Jette A, Fielding RA. 2003. Changes
in function and disability after resistance training: does velocity matter?: a
pilot study. American Journal of Physical Medicine and Rehabilitation 82,
605-13.

Sayers SP, Guralnik JM, Thombs LA, Fielding RA. 2005. Effect of leg muscle
contraction velocity on functional performance in older men and women.
Journal of the American Geriatrics Society 53, 467-71.

Schlicht J, Camaione DN, Owen SV. 2001. Effect of intense strength training on
standing balance, walking speed, and sit-to-stand performance in older
adults. Journals of Gerontology Series A: Biological Sciences and Medical
Sciences 56, M281-6.

Schroder HM, Petersen KK, Erlandsen M. 1993. Occurrence and incidence of the
second hip fracture. Clinical Orthopaedics and Related Research 289, 166-
9.

Scuffham P, Chaplin S, Legood R. 2003. Incidence and costs of unintentional
falls in older people in the United Kingdom. Journal of Epidemiology and
Community Health 57, 740-4.

Seto JL, Orofino AS, Morrissey MC, Medeiros JM, Mason W]. 1988. Assessment
of quadriceps/hamstring strength, knee ligament stability, functional and
sports activity levels five years after anterior cruciate ligament
reconstruction. American Journal of Sports Medicine 16, 170-80.

Seynnes O, Fiatarone Singh MA, Hue O, Pras P, Legros P, Bernard PL. 2004.
Physiological and functional responses to low-moderate versus high-
intensity progressive resistance training in frail elders. Journals of
Gerontology Series A: Biological Sciences and Medical Sciences 59, 503-9.

Sherrington C, Lord SR. 1997. Home exercise to improve strength and walking
velocity after hip fracture: a randomized controlled trial. Archives of
Physical Medicine and Rehabilitation 78, 208-12.

Sherrington C, Lord SR. 1998. Increased prevalence of fall risk factors in older
people following hip fracture. Gerontology 446, 340-4.

Sherrington C, Lord SR, Herbert RD. 2004. A randomized controlled trial of
weight-bearing versus non-weight-bearing exercise for improving
physical ability after usual care for hip fracture. Archives of Physical
Medicine and Rehabilitation 85, 710-6.

Shinkai S, Watanabe S, Kumagai S, Fujiwara Y, Amano H, Yoshida H, Ishizaki
T, Yukawa H, Suzuki T, Shibata H. 2000. Walking speed as a good
predictor for the onset of functional dependence in a Japanese rural
community population. Age and Ageing 29, 441-6.

Shumway-Cook A, Ciol MA, Gruber W, Robinson C. 2005. Incidence of and risk
factors for falls following hip fracture in community-dwelling older
adults. Physical Therapy 85, 648-55.



102

Sicard-Rosenbaum L, Light KE, Behrman AL. 2002. Gait, lower extremity
strength, and self-assessed mobility after hip arthroplasty. Journals of
Gerontology Series A: Biological Sciences and Medical Sciences 57, M47-
51.

Sihvonen SE, Sipild S, Era PA. 2004. Changes in postural balance in frail elderly
women during a 4-week visual feedback training: a randomized
controlled trial. Gerontology 50, 87-95.

Sipild S, Suominen H. 1991. Ultrasound imaging of the quadriceps muscle in
elderly athletes and untrained men. Muscle & Nerve 14, 527-33.

Sipild S, Suominen H. 1995. Effects of strength and endurance training on thigh
and leg muscle mass and composition in elderly women. Journal of
Applied Physiology 78, 334-40.

Sipild S, Multanen ], Kallinen M, Era P, Suominen H. 1996. Effects of strength
and endurance training on isometric muscle strength and walking speed
in elderly women. Acta Physiologica Scandinavica 156, 457-64.

Skelton DA, Greig CA, Davies JM, Young A. 1994. Strength, power and related
functional ability of healthy people aged 65-89 years. Age and Ageing 23,
371-7.

Skelton DA, Young A, Greig CA, Malbut KE. 1995. Effects of resistance training
on strength, power, and selected functional abilities of women aged 75
and older. Journal of the American Geriatrics Society 43, 1081-7.

Skelton DA, Kennedy J, Rutherford OM. 2002. Explosive power and asymmetry
in leg muscle function in frequent fallers and non-fallers aged over 65. Age
and Ageing 31, 119-25.

Stel VS, Smit JH, Pluijm SMF, Lips P. 2003. Balance and mobility performance as
treatable risk factors for recurrent falling in older persons. Journal of
Clinical Epidemiology 56, 659-68.

Stenvall M, Olofsson B, Lundstrom M, Svensson O, Nyberg L, Gustafson Y.
2006. Inpatient falls and injuries in older patients treated for femoral neck
fracture. Archives of Gerontology and Geriatrics 43, 389-99.

Steultjens MP, Dekker ], van Baar ME, Oostendorp RA, Bijlsma JW. 2001.
Muscle strength, pain and disability in patients with osteoarthritis.
Clinical Rehabilitation 15, 331-41.

Steultjens MP, Dekker ], Bijlsma JW. 2002. Avoidance of activity and disability
in patients with osteoarthritis of the knee: the mediating role of muscle
strength. Arthritis & Rheumatism 46, 1784-8.

Stevens JA, Powell KE, Smith SM, Wingo PA, Sattin RW. 1997. Physical activity,
functional limitations, and the risk of fall-related fractures in community-
dwelling elderly. Annals of Epidemiology 7, 54-61.

Stevens JE, Mizner RL, Snyder-Mackler L. 2003. Quadriceps strength and
volitional activation before and after total knee arthroplasty for
osteoarthritis. Journal of Orthopaedic Research 21, 775-9.

Stoll T, Huber E, Seifert B, Michel BA, Stucki G. 2000. Maximal isometric muscle
strength: normative values and gender-specific relation to age. Clinical
Rheumatology 19, 105-13.



103

Suetta C, Aagaard P, Rosted A, Jakobsen AK, Duus B, Kjaer M, Magnusson SP.
2004a. Training-induced changes in muscle CSA, muscle strength, EMG,
and rate of force development in elderly subjects after long-term unilateral
disuse. Journal of Applied Physiology 97, 1954-61.

Suetta C, Magnusson SP, Rosted A, Aagaard P, Jakobsen AK, Larsen LH, Duus
B, Kjaer M. 2004b. Resistance training in the early postoperative phase
reduces hospitalization and leads to muscle hypertrophy in elderly hip
surgery patients--a controlled, randomized study. Journal of the American
Geriatrics Society 52, 2016-22.

Suetta C, Aagaard P, Magnusson SP, Andersen LL, Sipild S, Rosted A, Jakobsen
AK, Duus B, Kjaer M. 2007. Muscle size, neuromuscular activation, and
rapid force characteristics in elderly men and women: effects of unilateral
long-term disuse due to hip-osteoarthritis. Journal of Applied Physiology
102, 942-8.

Sullivan DH, Wall PT, Bariola JR, Bopp MM, Frost YM. 2001. Progressive
resistance muscle strength training of hospitalized frail elderly. American
Journal of Physical Medicine and Rehabilitation 80, 503-9.

Suzuki T, Bean JF, Fielding RA. 2001. Muscle power of the ankle flexors predicts
functional performance in community-dwelling older women. Journal of
the American Geriatrics Society 49, 1161-7.

Taaffe DR, Duret C, Wheeler S, Marcus R. 1999. Once-weekly resistance exercise
improves muscle strength and neuromuscular performance in older
adults. Journal of the American Geriatrics Society 47, 1208-14.

Thelen DG, Schultz AB, Alexander NB, Ashton-Miller JA. 1996. Effects of age on
rapid ankle torque development. Journals of Gerontology Series A:
Biological Sciences and Medical Sciences 51, M226-32.

Thorstensson CA, Roos EM, Petersson IF, Arvidsson B. 2006. How do middle-
aged patients conceive exercise as a form of treatment for knee
osteoarthritis? Disability & Rehabilitation 28, 51-9.

Tiainen K, Sipild S, Alen M, Heikkinen E, Kaprio J, Koskenvuo M, Tolvanen A,
Pajala S, Rantanen T. 2004. Heritability of maximal isometric muscle
strength in older female twins. Journal of Applied Physiology 96, 173-80.

Tiainen K, Sipild S, Alén M, Heikkinen E, Kaprio J, Koskenvuo M, Tolvanen A,
Pajala S, Rantanen T. 2005. Shared genetic and environmental effects on
strength and power in older female twins. Medicine & Science in Sports &
Exercise 37, 72-8.

Timonen L, Rantanen T, Ryyndnen OP, Taimela S, Timonen TE, Sulkava R.
2002. A randomized controlled trial of rehabilitation after hospitalization
in frail older women: effects on strength, balance and mobility.
Scandinavian Journal of Medicine & Science in Sports 12, 186-92.

Tinetti ME, Liu WL, Claus EB. 1993. Predictors and prognosis of inability to get
up after falls among elderly persons. Journal of the American Medical
Association 269, 65-70.

Tinetti ME, Doucette JT, Claus EB. 1995. The contribution of predisposing and
situational risk factors to serious fall injuries. Journal of the American
Geriatrics Society 43, 1207-13.



104

Tinetti ME, Baker DI, Gottschalk M, Garrett P, McGeary S, Pollack D,
Charpentier P. 1997a. Systematic home-based physical and functional
therapy for older persons after hip fracture. Archives of Physical Medicine
and Rehabilitation 78, 1237-47.

Tinetti ME, Williams CS. 1997b. Falls, injuries due to falls, and the risk of
admission to a nursing home. The New England Journal of Medicine 337,
1279-84.

Tinetti ME, Baker DI, Gottschalk M, Williams CS, Pollack D, Garrett P, GillITM,
Marottoli RA, Acampora D. 1999. Home-based multicomponent
rehabilitation program for older persons after hip fracture: a randomized
trial. Archives of Physical Medicine and Rehabilitation 80, 916-22.

Urbach D, Nebelung W, Weiler HT, Awiszus F. 1999. Bilateral deficit of
voluntary quadriceps muscle activation after unilateral ACL tear.
Medicine & Science in Sports & Exercise 31, 1691-6.

Urso ML, Clarkson PM, Price TB. 2006. Immobilization effects in young and
older adults. European Journal of Applied Physiology 96, 564-71.

Verbrugge LM, Jette AM. 1994. The disablement process. Social Science and
Medicine 38, 1-14.

Visser M, Harris TB, Fox KM, Hawkes W, Hebel JR, Yahiro JY, Michael R,
Zimmerman SI, Magaziner ]. 2000. Change in muscle mass and muscle
strength after a hip fracture: relationship to mobility recovery. Journals of
Gerontology Series A: Biological Sciences and Medical Sciences 55, M434-
40.

Vlaeyen JW, Linton SJ. 2000. Fear-avoidance and its consequences in chronic
musculoskeletal pain: a state of the art. Pain 85, 317-32.

Volgyi E, Tylavsky FA, Lyytikdinen A, Suominen H, Alén M, Cheng S. 2008.
Assessing Body Composition With DXA and Bioimpedance: Effects of
Obesity, Physical Activity, and Age. Obesity 16, 700-5.

de Vos NJ, Singh NA, Ross DA, Stavrinos TM, Orr R, Fiatarone Singh MA. 2005.
Optimal load for increasing muscle power during explosive resistance
training in older adults. Journals of Gerontology Series A: Biological
Sciences and Medical Sciences 60, 638-47.

de Vreede PL, Samson MM, van Meeteren NL, Duursma SA, Verhaar HJ. 2005.
Functional-task exercise versus resistance strength exercise to improve
daily function in older women: a randomized, controlled trial. Journal of
the American Geriatrics Society 53, 2-10.

Wei TS, Hu CH, Wang SH, Hwang KL. 2001. Fall characteristics, functional
mobility and bone mineral density as risk factors of hip fracture in the
community-dwelling ambulatory elderly. Osteoporosis International 12,
1050-5.

Whitehead C, Miller M, Crotty M. 2003. Falls in community-dwelling older
persons followinig hip fracture: impact on self-efficacy, balance and
handicap. Clinical Rehabilitation 17, 899-906.

van Wilgen CP, Akkerman L, Wieringa ], Dijkstra PU. 2003. Muscle strength in
patients with chronic pain. Clinical Rehabilitation 17, 885-9.



105

Williams CS, Tinetti ME, Kasl SV, Peduzzi PN. 2006. The role of pain in the
recovery of instrumental and social functioning after hip fracture. Journal
of Aging and Health 18, 743-62.

Yasuda N, Glover EI, Phillips SM, Isfort R], Tarnopolsky MA. 2005. Sex-based
differences in skeletal muscle function and morphology with short-term
limb immobilization. Journal of Applied Physiology 99, 1085-92.

Young A. Exercise physiology in geriatric practice. 1986. Acta Medica
Scandinavia Supplementum 711, 227-32.



	ABSTRACT
	ACKNOWLEDGEMENTS
	LIST OF ORIGINAL PUBLICATIONS
	ABBREVIATIONS
	CONTENTS
	1 INTRODUCTION
	2 REVIEW OF THE LITERATURE
	2.1 Muscle strength in older people
	2.2 Mobility and balance function in older people
	2.3 Progressive resistance training in older people

	3 PURPOSE OF THE STUDY
	4 METHODS
	4.1 Study design and participants
	4.2 Ethics
	4.3 Measurements
	4.4 Strength - power training (V)
	4.5 Statistical analyses

	5 RESULTS
	5.1 Sample characteristics
	5.2 Leg extension power, asymmetrical deficit and mobility
	5.3 Leg extension power, asymmetrical deficit, and itsassociations with mobility, balance and falls
	5.4 Asymmetrical deficit and its determinants in older men andwomen with a hip fracture history (IV)
	5.5 Effects of resistance training in older men and women of theHIP-ASYMMETRY study (V)

	6 DISCUSSION
	6.1 Asymmetrical muscle strength deficit in the lower-limbs andits determinants
	6.2 Consequences of asymmetrical deficit for mobility andbalance function
	6.3 Resistance training effects in older people with lower-limbinjury
	6.4 Methodological considerations
	6.5 Future directions

	7 MAIN FINDINGS AND CONCLUSIONS
	YHTEENVETO
	REFERENCES


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


	Text17: 39


