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Abstract

Background The shuttle walking test (SWT) is a simple,
widely used method for assessing endurance performance
in the elderly. Despite widespread community use, its as-
sociated factors are unclear.

Aims We aim to identify previously undefined SWT as-
sociation factors in community-dwelling elderly people.
Methods Herein, 149 healthy elderly Japanese subjects
performed the SWT, and were assessed for height, weight,
smoking history, 10-m walk time, Timed Up and Go
(TUG) scores, handgrip strength, skeletal mass index
(SMI), forced vital capacity (FVC), forced expiratory
volume in 1 s (FEV;), cardio-ankle vascular index, and
ankle brachial index. We divided men and women into
higher and lower SWT score groups, compared between-
group parameters, and performed stepwise multivariate
logistic regression analysis to identify factors indepen-
dently associated with SWT scores.

Results  Age, BMI, 10-m walk time, TUG score, SMI,
FVC (L; %-predicted), and FEV| (L; %-predicted) were
significantly different between SWT score groups for men,
while in women, significant differences were observed in
age, TUG score, handgrip strength, FVC (L; %-predicted),
and FEV, (L; %-predicted) (p < 0.05). In the multivariate
logistic regression model, 10-m walk time, and FEV,
showed significant associations with SWT results in men;
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among women, age was the only significantly associated
factor (p < 0.05).

Conclusions Results indicate that better lung function
and shorter walk time independently associate with SWT
results in community-dwelling men; in women, age is the
only association. Our findings may offer insight when
considering the focus of community exercise programs
among the elderly.

Keywords Shuttle walking test - Endurance function -
Community-dwelling elderly people - Lung function

Introduction

In our currently aging society, it has been shown that
preserving higher endurance in elderly populations in-
creases their level of physical activity [1] and prevents
frailty [2], cardiovascular disease [3], and even mortality
[4]. The accepted standard for endurance evaluation is the
measuring of maximum oxygen consumption (VO, max)
via treadmill. However, this requires technical equipment
and the expertise of a tester, and is instituted only in
laboratory or hospital settings. Thus, to preserve endurance
among the community-dwelling elderly, a more straight-
forward and acceptable endurance assessment is required.

The incremental shuttle walking test (SWT) was devel-
oped by Singh [5] to assess the endurance of patients with
chronic obstructive pulmonary disease (COPD) [5] or
chronic heart failure [6, 7]. The SWT required subjects to
walk back and forth along a 10-m flat course, with pro-
gressive increases in pace imposed by audio signals, until
the subject was no longer able to maintain the pace [5]. The
SWT can yield a physiological response similar to a
treadmill test [8]. Therefore, use of the SWT is pervasive as
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a reliable endurance assessment test. The SWT can be ad-
ministered in the local community; some previous studies
have demonstrated its usefulness for evaluating endurance
in community-dwelling people [9—-11]. Moreover, to eval-
uate large numbers of people in varied non-laboratory set-
tings, the SWT is a simpler and low-cost method than the
treadmill test, which is regarded as the most precise en-
durance test for community-dwelling elderly.

Inrecent years, SWT results have been shown to associate
with various factors such as age [10, 11], sex [11], body
composition [10], gait parameter [7, 10, 12], lung function
[13] and cardiovascular function [14]. However, the enrolled
study subjects were of varied age, and presented with an array
of health conditions ranging from healthy subjects to patients
suffering from COPD or heart failure. For the community-
dwelling elderly, investigating the determinants of SWT data
may reveal what function physicians should focus on to in-
crease endurance performance of this demographic. How-
ever, relatively few studies exist that aim to investigate SWT
results in such an age group. Therefore, the aim of the present
study was to determine the factors associated with SWT re-
sults in community-dwelling elderly people.

Materials and methods
Subjects

Elderly community-dwelling subjects were recruited
through local press advertising from November 11-12,
2012. A total of 149 subjects (73 men and 76 women aged
74 + 4 years) were enrolled upon having met the inclusion
criteria (age >65 years, able to walk independently). Ex-
clusion criteria were using walking aids such as a cane or
walker, having a medical history (or post-operative history)
of severe cardiac, musculoskeletal, or pulmonary disease,
and having significant hearing impairment. Demographic
data including age, body mass index (BMI), and smoking
history were obtained. To assess smoking history, the pack-
years index [15] was calculated for each subject by mul-
tiplying the number of cigarette packs smoked per day by
the number of smoking years.

Written informed consent was obtained from each sub-
ject in accordance with the guidelines of the Kyoto
University Graduate School of Medicine and the 1995
Declaration of Helsinki. This study protocol was approved
by the ethics committee of the Kyoto University Graduate
School of Medicine.

SWT

The SWT required subjects to walk back and forth along a
10-m flat course, with progressive increases in pace

@ Springer

imposed by audio signals, until the subject was no longer
able to maintain the pace. Up to 50 successions of the SWT
were performed (500 m total walking). We divided sub-
jects into two groups based on SWT scores: <40 or >41
[16].

Motor function tests

All subjects were assessed using the 10-m walk test, Timed
Up and Go (TUG) test, and handgrip strength test. In the
10-m walk test, subjects walk along 10-m flat pathways at a
comfortable speed [17]. In the TUG test, participants were
instructed to stand up from a standard chair with a seat
height of 40 cm, walk a distance of 3 m at their fastest
pace, turn, walk back to the chair, and sit down. The time
elapsing from the verbal command to begin the task until
completion was recorded with a stopwatch [18]. The 10-m
walk time and TUG scores were defined as the mean time
in seconds recorded at the subjects’ second trials. In the
handgrip strength test, participants used a hand-held dy-
namometer with the arm kept to the side of the body.
Participants squeezed the dynamometer with maximum
isometric effort. No other body movement was allowed
[19]. The handgrip test score was defined as the better
performance of two trials.

Skeletal muscle mass index (SMI)

A bioelectrical impedance data acquisition system (Inbody
430; Biospace Co., Ltd., Seoul, Korea) was used to deter-
mine body composition [20]. Participants were asked to
stand on two metallic electrodes and hold metallic grip
electrodes while the system applied a constant current of
800 mA at 50 kHz through the body. The data acquisition
system calculated the resistance value and muscle mass of
the respective body parts (right arm, left arm, right leg, left
leg, and trunk). Appendicular skeletal muscle mass was
determined using segmental body composition and muscle
mass excluding the trunk; a value for the appendicular
skeletal muscle mass was determined and used for the
current analysis. SMI was obtained by dividing the ap-
pendicular skeletal muscle mass by the square of height
(kg/mz). This index has been used and well documented in
several epidemiological studies [21].

Lung function

All subjects underwent spirometric evaluation. Forced vital
capacity (FVC), and forced expiratory volume in 1 s
(FEV ) were measured by a spirometer (Spiro Sift SP-370;
Fukuda Denshi Co., Ltd., Tokyo, Japan). Next, we calcu-
lated percent predicted FVC and FEV, corrected for height
and age. Pulmonary function tests were carried out
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according to the guidelines of the Japanese Respiratory
Society [22]. The formulae for calculating percent pre-
dicted FVC and FEV, were derived from Japanese criteria
[23]. The FEV,/FVC ratio was also calculated.

Cardiovascular function

All subjects underwent cardio-ankle vascular index (CAVI)
evaluation and ankle brachial index (ABI) evaluation, which
were determined using the VaSera-1500 (Fukuda Denshi
Co., Ltd., Tokyo, Japan) as previously reported [24, 25].

CAVl is a novel method for measuring arterial stiffness.
Until recently, pulse wave velocity (PWV) was the most
popular measure; however, PWV was dependent on blood
pressure at the time of measurement. CAVI was calculated
based on parameter [, independent of blood pressure [26].
Scores <9.00 were considered normal while scores >9.00
were considered indicative of suspected arteriosclerosis
[27]. The ABI described the arterial occlusion with a ratio
of the ankle to brachial systolic blood pressure [28]. Nor-
mal values 0.91 < ABI < 1.30 and values <0.90 indicated
suspected peripheral artery disease (PAD) [29].

When measuring CAVI and ABI, subjects were supine
and had blood pressure cuffs on both of the brachia and
ankles. Measurements were taken once per subject, and
mean values of the right and left CAVI and ABI scores were
calculated. Using these index values, we calculated the
population (%) with suspected arteriosclerosis and PAD.

Statistical analyses

We analyzed the difference in each variable between men
and women, and between subjects with higher and lower
SWT results. We performed a Chi-squared (y%) test to
analyze the population with suspected arteriosclerosis and
PAD. Moreover, statistical tests such as ¢ tests were also
conducted to assess the influence of other variables.

Next, we examined factors associated with the SWT
results using a stepwise multivariate logistic regression
model. We assigned the high SWT results group as a de-
pendent variable and age, BMI, SMI, 10-m walk time,
handgrip strength, FVC (L), FEV, (L), FEV/FVC ratio,
and suspected arteriosclerosis population as explanatory
variables.

All statistical analyses were performed with SPSS 20.0
software (SPSS Inc., Chicago, IL, USA). A p < 0.05 was
considered statistically significant for all analyses.

Results

Measurements of the 149 subjects are summarized in
Table 1. There were significant differences between men

and women in the pack-years index, TUG score, handgrip
strength, SMI, FVC (L), FEV, (L), FEV, (%-predicted),
and suspected arteriosclerosis population (p < 0.05).

Forty-two men and 26 women were classified into the
higher SWT results group and 31 men and 50 women were
classified into the lower SWT results group. Among men,
there were significant differences between higher and
lower SWT results groups in age, BMI, 10-m walk time,
TUG score, SMI, FVC (L), FVC (%-predicted), FEV, (L),
and FEV| (%-predicted) (p < 0.05). In women, there were
significant differences between higher and lower SWT re-
sults groups in age, TUG score, handgrip strength, FVC
(L), FVC (%-predicted), FEV, (L), and FEV (%-predict-
ed) (p < 0.05).

In the multivariate logistic regression analysis, variables
that remained in the final step of the regression model were
considered to be significantly correlated with a higher SWT
result. In men, these were 10-m walk time (p = 0.001), and
FEV, (p < 0.001), whereas in women, age (p < 0.001) was
the only significantly correlated variable (Table 2).

Discussion

We analyzed the association between SWT results and age,
body composition, motor function, lung function, and
cardiovascular function in community-dwelling elderly
people. We found that younger age, higher FEV,, and
shorter 10-m walk time were associated with higher SWT
results in men, and that younger age associated with higher
SWT results in women. To date, there are few studies of
the relationship between lung function and SWT results in
community-dwelling elderly people. The results of the
present study suggest that maintaining better lung function
and walk speed is the key to preserving endurance in
community-dwelling elderly men.

It has been previously shown that a decrease in FEV,
increases dyspnea during exercise and results in decreased
walk speed and endurance in patients with airflow limita-
tion [13, 30, 31]. We considered that in community-d-
welling elderly populations, a lower capacity for lung
function would increase subjects’ dyspnea during the SWT
test, resulting in decreased walk speed and SWT results.
According to the American College of Chest Physicians
guidelines [32], it is still unclear which lung function is
improved by pulmonary rehabilitation in airflow limitation
patients. Moreover, there are only a few studies that report
that pulmonary rehabilitation improves lung function
among community-dwelling elderly people. Therefore, we
consider that pulmonary exercises, such as improving
thorax and respiratory muscle mobility, and employing
breathing techniques, may sustain better lung function and
preserve endurance performance in this demographic.
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Table 2 Multivariate logistic regression model with stepwise selec-
tion to determine the association with shuttle walking test level

Odds ratio 95 % CI p value
Men
10-m walk time (s) 0.24 0.11-0.54 0.001*
FEV, (L) 12.80 3.05-53.70 0.001*
Women
Age 0.69 0.57-0.82 <0.001%*%*

CI confidence interval, FEV, forced expiratory volume in 1 s
*p <0.05
** p < 0.001

Further investigation, such as measuring dyspnea following
the SWT, is needed to prove this hypothesis. In addition,
we demonstrated an association between lung function and
endurance exclusively among men. This may be attributed
to the difference in smoking history between men and
women in our study. As shown in Table 1, compared to
women, men had a significantly higher pack-years index
and significantly lower FEV,. Smoking is one of the
strongest risk factors for respiratory disease [33]. Our re-
sults in community-dwelling elderly men indicate that
smoking may decrease lung function, resulting in lower
SWT results. To better understand the association between
lung function and endurance in community-dwelling
elderly women, further research should be conducted in
another population that includes women with a history of
smoking.

We have shown that age associates with SWT results in
women. Reports indicate that age can adversely affect a
person’s cardiovascular function and endurance level [34,
35]. Moreover, it is possible to separate factors that affect
endurance according to utilization theory and presentation
theory [36]. Utilization theory acts on the premise that
endurance is determined by the oxygen (O;)-consuming
parties, while presentation theory states that it is deter-
mined by the O,-supplying party. Saltin et al. [36] showed
that endurance is more markedly affected by O, presenta-
tion than by utilization. In the present study, lung function,
considered to be a presentation theory component, affected
endurance performance more so than SMI, cardiovascular
function, and motor function, which are components of the
utilization theory. We also considered that our findings,
with regard to age, may be associated with low cardiac
function, which could potentially yield decreased SWT
results. It would have been beneficial to additionally
measure cardiovascular function parameters, such as stroke
volume and pulse.

There are several limitations to the scope of our re-
search. First, because this is a cross-sectional study, the
causal relationship between endurance and lung function,

walk speed, or age is uncertain. Moreover, the study
sample did not include women with a history of smoking.
As smoking history has great impact on lung function, this
may be a source of sampling bias; therefore, the scope of
our investigation should be extended to subjects in other
communities. Another source of study limitation is that we
were unable to assess other SWT-affecting factors,
although these may indeed affect SWT results. In addition
to cardiovascular function and dyspnea factors, previous
studies have shown that step length can affect SWT or
6-min walk test results [7, 37]. Thus, further analysis
should be undertaken to identify additional factors that may
be of importance to endurance performance.

Conclusion

We found a significant association between lung function,
walk speed, and SWT results in community-dwelling
elderly men, and between age and SWT results in women.
In this society, prevention for bedridden and taking care is
an important issue in terms of medical economics. Elderly
men with a high level of expiratory function display high
endurance performance. Although this is a cross-sectional
study, our results may help advise physicians of ways in
which they can promote endurance performance among the
elderly, through focusing and adapting community exercise
programs. However, further investigation is required to
assess the impact of cardiovascular function on SWT re-
sults in community-dwelling elderly populations.
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Abstract

Background and aims The aim of this study was to
investigate the physiological characteristics of community-
dwelling elderly subjects, aged >65 years, with airflow
limitation in the Japanese community.

Methods Subjects were recruited through local press
advertisement, and 180 individuals were enrolled. Data on
age, body mass index (BMI), gender, smoking history, and
past medical history were obtained, as were pulmonary
function parameters, skeletal muscle mass index, and
physical activity.

Results The final study population comprised 161 par-
ticipants from whom we obtained valid spirometry results.
The mean age of this population was 73.4 £ 4.4 years, and
78 participants (48.4 %) were men. The prevalence of
airflow limitation was 29.2 % (n = 47). Subjects with
airflow limitation were significantly older (P = 0.01) and
had poorer pulmonary function (P < 0.01), lower BMI
(P <0.01), and lower skeletal muscle mass index
(P = 0.03) than healthy elderly subjects. Furthermore,
skeletal muscle mass index was significantly correlated
with the percentage of predicted forced vital capacity
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(r =045, P < 0.05) and forced expiratory volume in 1 s
(r = 0.50, P < 0.05) only in men with airflow limitation.
Conclusions We found that the skeletal muscle mass
index was significantly reduced in community-dwelling
elderly with airflow limitation, and the skeletal muscle
mass index was correlated with pulmonary function only in
men with airflow limitation.

Keywords Airflow limitation - Pulmonary function -
Skeletal muscle mass index - Community-dwelling
elderly - Japanese

Introduction

Chronic obstructive pulmonary disease (COPD) is char-
acterized by airflow limitation [1] that is usually progres-
sive and irreversible [2]. Today, COPD is a global health
problem and is predicted to become the fifth most common
cause of disability in the world by 2020 [3] and the third
largest cause of death by 2030 [4]. The prognosis of COPD
is strongly influenced by the severity level of the airflow
limitation [5]. The Nippon COPD Epidemiology (NICE)
Study reported that Japan has an estimated 5.3 million
subjects with airflow limitation [6]. Of them, 5 million
(95 %) remain undiagnosed within the community, and
only some patients received treatment in the hospital.
Therefore, early detection of subjects with airflow limita-
tion in the community is very important.

Early detection of cases has the potential to reduce the
future burden of COPD for both morbidity and mortality
[7]. However, COPD is frequently diagnosed at a relatively
late stage of the disease, probably because early symptoms
of the disease are subtle and unrecognized due to individual
perception and interpretation. Early symptoms of the

@ Springer

L




1

70

Aging Clin Exp Res (2015) 27:69-74

disease may not be evident, even though spirometry reveals
airflow limitation. Therefore, even if there are no sub-
jective clinical symptoms, early detection of community-
dwelling elderly subjects with airflow limitation using
spirometry is a major social issue that should be tackled
immediately.

To date, many previous studies focused on physio-
logical characteristics have investigated COPD patients.
It is known that COPD has a negative influence not only
on respiratory function but also on the whole body,
being associated with systemic inflammation, cardiovas-
cular disease, osteoporosis, and changes in body com-
position such as weight loss [8]. Although many studies
report on the association between body composition and
exercise function in COPD patients [9, 10], skeletal
muscle wasting is of particular interest in that because it
directly influences exercise performance [11] and is
associated with poor health-related quality of life [12]. Ju
and Chen [13] demonstrated that total-body skeletal
muscle mass was significantly decreased in COPD
patients compared with controls. In addition, Ischaki
et al. [14] demonstrated that lean total skeletal muscle
mass is associated with pulmonary function. Although
these effects have been well described in COPD patients,
no studies have been published on such physiological
characteristics related to an adverse prognosis in com-
munity-dwelling elderly Japanese, aged >65 years, with
airflow limitation.

Therefore, the purpose of this study was to investigate
physiological characteristics of community-dwelling
elderly Japanese with airflow limitation aged >65 years.

Materials and methods
Participants

Elderly community-dwelling subjects aged >65 years were
recruited through local press advertisement, and 180 par-
ticipants were enrolled. The inclusion criteria were age
>65 years, living in the community, and the ability to walk
independently (or with a cane). The exclusion criteria were
cognitive impairment, severe cardiac or musculoskeletal
disorders, previously diagnosed pulmonary disease, and
hearing impairment. Written informed consent was
obtained from each participant in accordance with the
guidelines of the Kyoto University Graduate School of
Medicine and the Declaration of Human Rights, Helsinki,
1995. This study protocol was approved by the ethical
committee of the Kyoto University Graduate School of
Medicine.

@ Springer

Measurements
Demographic data

Data on age, body mass index (BMI), gender, smoking
history, and past medical history (hypertension, hyper-
lipidemia, diabetes mellitus, cardiovascular disease, and
osteoporosis) were obtained. All subjects completed a
self-reported questionnaire on smoking history and past
medical history. All data were collected at study onset.
Furthermore, the pack-year index was calculated for each
subject by multiplying the number of cigarette packs
smoked per day by the number of smoking years [15].

Pulmonary function tests

All subjects underwent spirometric evaluation. Pulmon-
ary function tests were carried out according to the
guidelines of the Japanese Respiratory Society [16]. In
the recent global initiative for chronic obstructive lung
disease (GOLD) guideline, all values for forced expira-
tory volume in 1 s (FEV,) refer to post-bronchodilator
FEV,, but our values were obtained without a broncho-
dilator. Forced vital capacity (FVC), FEV,, and peak
flow were measured by spirometry (Spiro Sift SP-370;
Fukuda Denshi Co., Ltd, Tokyo, Japan). After that, we
calculated FVC % predicted and FEV; % predicted,
corrected by height and age. The formulae for calculat-
ing FVC % predicted and FEV; % predicted were
derived from the Japanese criteria [17]. Airflow limita-
tion was defined as a ratio of FEV|/FVC of <70 % [18].
The severity of airflow limitation was based on FEV; %

predicted, in accordance with the GOLD criteria
(FEV, > 80 % predicted, mild; FEV; 50-79 % pre-
dicted, moderate; FEV; 30-49 % predicted, severe;

FEV, <30 % predicted, very severe) [19].
Skeletal muscle mass index (SMI)

A bioelectrical impedance data acquisition system (Inbody
430; Biospace Co., Ltd, Seoul, Korea) was used to deter-
mine bioelectrical impedance. This system applies a con-
stant current of 800 mA at 50 kHz through the body.
Participants stood on 2 metallic electrodes and held
metallic grip electrodes. Appendicular skeletal muscle
mass was determined using segmental body composition
and muscle mass, and the value for the appendicular
skeletal muscle mass was determined and used for the
present analysis. SMI was obtained by dividing the
appendicular skeletal muscle mass by the square of height
(kg/m?) [20].
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Table 1 Distribution according Mild Moderate Severe Very severe Total
to the severity of airflow (FEV, > 80 % (50 % < FEV, <80 % (30 % < FEV, <50 % (FEV, <30 %
limitation predicted) predicted) predicted) predicted)
Gender

Overall 15 (31.9) 29 (61.7) 3 (6.4) 0 (0.0) 47
Values are shown as n (%); Male 3 (12.0) 20 (80.0) 2 (8.0) 0 (0.0) 25
FEV, forced expiratory volume Female 12 (54.5) 9 (40.9) 1 (4.6) 0 (0.0) 2

inls

Physical activity

We distributed pedometers and note paper to participants
for recording physical activity. Participants were asked to
wear the pedometer in the pocket of their dominant leg for
14 consecutive days except when bathing, sleeping, and
performing water-based activities. The pedometers had
30-day data storage capacity. The reproducibility and
validity of the pedometers in counting walking steps have
been previously established in healthy people [21]. The
pedometers and note papers were sent to our laboratory by
mail after 2 weeks. We calculated averages of daily step
counts for 2 weeks.

Statistical analyses

The participants were divided into two groups: those with
airflow limitation and those who were healthy. We statis-
tically analyzed the differences between the 2 groups using
the unpaired ¢ test for age, pulmonary function, body
composition, and physical activity, and the > test for
gender, smoking history, and past medical history. The
correlation between SMI and pulmonary function was
analyzed using Pearson’s correlation analysis. Addition-
ally, partial correlation analysis controlling for the variable
of age was carried out subsequently to assess the influence
of age on SMI and pulmonary function. All statistical
analyses were performed with SPSS version 20.0 software
(SPSS Inc., Chicago, IL, USA). The level of statistical
significance was set at P < 0.05 for all analyses.

Results
Prevalence of airflow limitation

Of 180 initially selected community-dwelling elderly Jap-
anese aged >65 years, 19 were excluded owing to invalid
spirometry results. Thus, the study population comprised
161 community-dwelling elderly. The mean age of this
population was 73.4 £ 4.4 years, and 78 (48.4 %) partic-
ipants were men. Undiagnosed Airflow limitation existed
in 29.2 % (n = 47) of the study population. According to
the GOLD stage classification, 31.9 % (n = 15) of

participants were classified as mild, 61.7 % (n = 29) as
moderate, and 6.4 % (n = 3) as severe; no participants
were classified as very severe (Table 1). Regarding
smoking history, the smoking rate was 39.8 % (n = 64) in
the entire population and 34.0 % (n = 16) in airflow lim-
itation subjects.

Comparison of characteristics between airflow
limitation subjects and healthy older subjects

Demographic characteristics for the airflow limitation
subjects and healthy elderly subjects are shown in Table 2.
Subjects with airflow limitation were older (P = 0.01) and
had poorer pulmonary function (FVC % predicted,
P = 0.03; FEV,, FEV, % predicted, FEV,/FVC, and peak
flow, P < 0.01) and lower BMI (P < 0.01) than healthy
elderly subjects. In addition, the SMI of those with airflow
limitation was 6.3 &= 0.9 kg/m?, whereas that of healthy
elderly subjects was 6.6 + 1.0 kg/m?; this difference was
statistically significant (Fig. 1, P = 0.03). Furthermore,
physical activity of those with airflow limitation was
6,601 + 2,650 steps/day, whereas that of healthy elderly
subjects was 7,553 &£ 3,237 steps/day; although the dif-
ference in physical activity was not significant, it tended to
be lower in those with airflow limitation.

Correlation between SMI and pulmonary function

SMI was significantly positively correlated with FVC %
predicted (r = 0.45, P < 0.05) and FEV, % predicted
(r = 0.50, P < 0.05) in men with airflow limitation, but no
correlation was found in women with airflow limitation.
This significant correlation in men with airflow limitation
was apparent after controlling for age using partial corre-
lation analysis (FVC % predicted, r = 0.48; FEV, % pre-
dicted, r = 0.48). By contrast, there was no correlation
between SMI and pulmonary function in healthy elderly
subjects, as shown in Table 3.

Discussion

This cross-sectional study provides two new findings. First,
compared with healthy elderly subjects, SMI was

@ Springer

L




1

72

Aging Clin Exp Res (2015) 27:69-74

Table 2 Comparison of demographic characteristics and measure-
ments between airflow limitation subjects and healthy elderly subjects

Airflow limitation Healthy elderly P value

subjects (n = 47) subjects
(n =114)
Age (year) 74.8 £43 729 £43 0.01°
Gender* 0.45
Male 25 (53.2 %) 53 (46.5 %)
Female 22 (46.8 %) 61 (53.5 %)
Pack-year index* 0.87
0-24 35 (74.5 %) 83 (72.8 %)
25-49 7 (14.9 %) 16 (14.0 %)
50+ 5 (10.6 %) 15 (13.2 %)
Pulmonary function
FVC(L) 2.6 £0.7 28 +£0.7 0.82
FVC % predicted 97.4 £ 20.2 1045 £ 17.7 0.03°
FEV, (L) 1.5+04 22 +£05 <0.01°
FEV, % predicted 71.4 + 17.1 103.1 £ 18.9 <0.01°
FEV,/FVC (%) 579 £10.2 779 £5.0 <0.01°
Peak flow (L) 23+ 15 46 £20 <0.01°
Body composition
BMI (kg/m?) 21.8 £29 23.7+£28 <0.01°
SMI (kg/m?) 6.3+ 0.9 6.6 £ 1.0 0.03°
Physical activity
Steps/day 6601 + 2650 7553 £ 3237 0.08
Complication®
Hypertension 15 (31.9 %) 47 (42.0 %) 0.16
Hyperlipidemia 4 (8.5 %) 19 (17.0 %) 0.13
Diabetes 6 (12.8 %) 13 (11.6 %) 091
Cardiac disorder 5 (10.6 %) 9 (8.0 %) 0.76
Osteoporosis 8 (17.0 %) 6 (5.4 %) 0.03°

Data are shown as n (%) or mean =+ standard deviation; Pack-year
index was calculated for each subject by multiplying the number of
cigarette packs smoked per day by the number of smoking years

BMI body mass index, FEV, forced expiratory volume in 1 s, FEV; %
predicted FEV as percentage of predicted, FVC forced vital capacity,
FVC % predicted FVC as percentage of predicted, SMI skeletal
muscle mass index

2 92 test
b P <005
¢ P<0.01

significantly decreased in those with airflow limitation.
Second, SMI was significantly correlated with pulmonary
function in men with airflow limitation.

Airflow limitation was found in 29.2 % of our partici-
pants. Previous epidemiological studies for 40 years or
more in Japan have reported the prevalence of airflow
limitation to be approximately 10 % [6, 22]. However,
Akamatsu et al. [23] reported that the prevalence of airflow
limitation exceeded 15 % in elderly subjects aged
60-69 years and 28 % in those aged >70 years. The
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P=0.03

6.8

6.6

Skeletal muscle mass index
(kg/m?)

6.2

Airflow limitation
subjects

Healthy elderly
subjects

Fig. 1 The difference [mean + standard error (SE)] in skeletal
muscle mass index between airflow limitation subjects and healthy
elderly subjects. Airflow limitation was defined as a ratio of forced
expiratory volume in 1 s (FEV;)/forced vital capacity (FVC) of
<70 %

Table 3 Single and partial correlation between skeletal muscle mass
index and pulmonary function

Skeletal muscle Skeletal muscle mass

mass index index (controlling for
age)
Men Women Men Women
Airflow limitation subjects
FVC % predicted 0.45"  —0.25 0.48* —0.31
FEV, % predicted 0.50" —0.11 0.48* —0.19
Healthy elderly subjects
FVC % predicted 0.16 0.10 0.16 —0.05
FEV, % predicted 0.23 0.15 0.23 0.05

FVC % predicted forced vital capacity as percentage of predicted,
FEV,% predicted, forced expiratory volume in 1 s as percentage of
predicted

# Correlation is significant at the 0.05 level

difference in prevalence means that the prevalence of air-
flow limitation increases with aging, and the association
between aging and prevalence of airflow limitation has
been reported by a previous study [24]. Therefore, our
results for subjects aged >65 years (mean age was
73.4 £ 4.4 years) are in accordance with the results of a
previous study [23], and we believe that our study did not
overestimate or underestimate the spirometry measure-
ments. However, a limitation of the process is that the
participants might not yield the real picture of airflow
limitation, because we excluded subjects with cognitive
impairment. Previous study reported that cognitive
impairment has been associated with poor pulmonary
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function [25]. However, we excluded patients with cogni-
tive impairment as they were unable to perform accurately
a spirometry measurement because a previous study
reported that reproducibility of spirometric measurements
was definitely poor in subjects with cognitive impairment
[26].

To the best of our knowledge, this is the first study to
indicate a reduction in skeletal muscle mass in commu-
nity-dwelling subjects with airflow limitation. The
mechanisms of skeletal muscle wasting are not precisely
understood; however, inactivity [27] and systemic
inflammation [28] are considered to be major factors in
skeletal muscle wasting. We found that the difference in
physical activity was not significant compared with
healthy elderly subjects, but it tended to be lower in
subjects with airflow limitation. Pitta et al. [29] reported
that daily physical activity values in COPD patients were
significantly lower than those in healthy controls. This
previous study targeted patients with mild to very severe
COPD, but because we targeted airflow limitation sub-
jects with few symptoms and no consultation history in
the community, the possibility that there are no signifi-
cant differences in physical activity in comparison with
healthy older subjects is high. However, the trend of
reduced physical activity in subjects with airflow limi-
tation is consistent with the results of a previous study in
COPD patients [29]. Therefore, there is a possibility that
the decrease in physical activity is associated with
skeletal muscle wasting. On the other hand, pulmonary
function disorders are often associated with a systemic
inflammatory state [30]. Although age [31], gender [32],
and smoking history [33] have been reported to accel-
erate systemic inflammation, we found a significant dif-
ference only for age between airflow limitation subjects
and healthy elderly subjects. Therefore, the reduction in
SMI in subjects with airflow limitation may be depen-
dent on systemic inflammation related to older age.

The present study found a significant correlation
between SMI and pulmonary function in men with air-
flow limitation after controlling for age using partial
correlation analysis. This relationship might be a conse-
quence of the high resting energy expenditure due to the
increased work of breathing [34], inadequate dietary
intake, physical inactivity [35], and excessive apoptosis
of skeletal muscle due to increased systemic inflamma-
tion [36]. However, with the exception of physical
activity, our data do not support these hypotheses. To
our knowledge, we believe that the recognized gender
differences are a reflection of systemic inflammation.
Previous studies reported in cross-sectional and longitu-
dinal analyses that systemic inflammation is negatively
correlated with both FEV, and FVC in men but not in
women [32, 37, 38]. That is, it is possible that systemic

inflammation contributed to both skeletal muscle wasting
and poor pulmonary function in men with airflow limi-
tation. Because the prognosis for elderly people with
decreased skeletal muscle mass and pulmonary function
is generally adverse, it is important to detect airflow
limitation at an early stage in the community.

There are several limitations that warrant mention in this
study. First, because the participants were recruited
through local press advertisements, there may be a selec-
tion bias. The participants may have been highly health
conscious; on the other hand, the subjects with health
problems might not participate in this study. Second, self-
reported questionnaires may not always provide precise
data due to recall bias. Third, because we performed only a
simple pulmonary function test to detect airflow limitation
in the community-dwelling elderly in our study, we were
not able to examine pulmonary function in detail. Fourth,
because this study was cross-sectional, a cause—effect
relationship between SMI and pulmonary function remains
unknown. Further investigations, including prospective
studies, are required to confirm our discussion.

Conclusions

To the best of our knowledge, this is the first study to
investigate the physiological characteristics of community-
dwelling elderly Japanese with airflow limitation aged
>65 years. We found a significant reduction in SMI in
subjects with airflow limitation compared with healthy
elderly subjects. Furthermore, we found a significant cor-
relation between SMI and pulmonary function in men with
airflow limitation, but not in women. Additional studies are
needed for the early detection of subjects with airflow
limitation and to determine the characteristics of commu-
nity-dwelling elderly Japanese, aged >65 years, with air-
flow limitation.
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Abstract

Objective: To determine the feasibility and safety of implementing a 12-week rehabilitation program after mesenchymal stromal cell (MSC)
transplantation augmented by vascularized bone grafting for idiopathic osteonecrosis (ION) of the femoral head.

Design: A prospective case series.

Setting: University clinical research laboratory.

Participants: Participants (N=10) with ION who received MSC transplantation augmented by vascularized bone grafting.

Intervention: A 12-week exercise program, which included range-of-motion (ROM) exercises, muscle-strengthening exercises, and aerobic training.
Main Outcome Measures: Measures of ROM, muscle strength, Timed Up and Go test, and Medical Outcomes Study 36-Item Short-Form Health
Survey (SF-36) were collected before surgery and again at 6 and 12 months after surgery.

Results: All participants completed the 12-week program. External rotation ROM as well as extensor and abductor muscle strength significantly
improved 6 months after treatment compared with that before treatment (P<.05). Significant improvements were also seen in physical function,
role physical, and bodily pain subgroup scores of the SF-36 (P<.05). No serious adverse events occurred.

Conclusions: This study demonstrates the feasibility and safety of a multiplex rehabilitation program after MSC transplantation and provides
support for further study on the benefits of rehabilitation programs in regenerative medicine.
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Idiopathic osteonecrosis (ION) of the femoral head is a painful

disorder that progresses to femoral head collapse and osteoarthritis

of the hip joint." This disease mainly affects individuals aged 30

to 40 years.” The exact pathologic mechanism of ION remains

. . - unknown; however, obstruction of blood flow to the femoral head,
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its mechanical properties and eventually collapses, causing artic-
ular surface deformities.'”

Recently, surgical treatment has become more common than
nonsurgical treatment for ION in the United States.* Conservative
treatment to offload forces by limiting weight-bearing, activity
modification, and physical therapy is thought to have limited
success in preventing disease progression.”* If the disease pro-
gresses, the patient eventually requires total hip arthroplasty
(THA).'” Although the survival rate of THA has improved
markedly, individuals with ION are typically young, and THA
durability is limited; therefore, joint-preserving treatment is
preferred. However, recent data indicate that joint-preserving
procedures are performed less often than THA.?

Regenerative medicine using cell transplantation is a prom-
ising treatment for patients with refractory disease. Mesenchymal
stromal cell (MSC) transplantation, for example, is a promising
new treatment for joint preservation in ION. MSCs can differen-
tiate into cells of osteogenic, chondrogenic, and adipogenic line-
ages in vitro.””” During early-stage ION, treatment with MSCs in
combination with core decompression surgery has resulted in
significant delay and even prevention of femoral head collapse.® '
However, in more advanced stages, the result of this procedure has
not been satisfactory.'>'* Because bone marrow pressure is
elevated in the early stage of ION,'” core decompression to reduce
the pressure is required. However, in advanced-stage disease,
when subchondral bone fractures occur, initial strengthening,
instead of decompression, is needed to prevent collapse.'®

We designed a protocol using a combination of MSCs and
vascularized bone grafts for treating advanced stages of ION.'’
Because ION is caused by loss of blood supply and bone-
forming cells as well as mechanical vulnerability, vascularized
bone grafting is, theoretically, a reasonable treatment for this
condition.'®'” Although MSC transplantation is a promising
therapeutic strategy, rehabilitation interventions after surgery may
have a significant effect on the ultimate treatment result. However,
detailed information about rehabilitation programs after cell
transplantation has not yet been reported.®'* Moreover, the effect
of rehabilitation alone on ION is controversial.'®'? This study
aimed to determine the feasibility and safety of a rehabilitation
program that was performed in a clinical trial of MSC trans-
plantation augmented by vascularized bone grafting for ION.

Methods

The current study was a prospective case series of subjects
enrolled in a clinical trial. Details of this prospective, open-
labeled, proof-of-concept clinical trial, conducted at Kyoto Uni-
versity Hospital, have been previously reported.'” The study
protocol was approved by the Ethics Committee of Kyoto Uni-
versity Graduate School and Faculty of Medicine and was con-
ducted according to the Declaration of Helsinki. For this clinical
trial, participants were recruited via the website page of Kyoto

List of abbreviations:

ION idiopathic osteonecrosis
MSC mesenchymal stromal cell
RM repetition maximum
ROM range of motion
SDIC Specific Disease Investigation Committee
SF-36 Medical Outcomes Study 36-Item Short-Form Health
Survey
THA total hip arthroplasty

www.archives-pmr.org

University Hospital and the University Hospital Medical Infor-
mation Network (UMIN) Clinical Trials Registry.

Assessment of necrotic lesion and radiographic
stage

Necrotic lesion type and size were assessed using the radiographic
classification proposed by the Specific Disease Investigation Com-
mittee (SDIC) in Japan (appendix 1).° Staging of ION proposed by
the SDIC in Japan is a modified version of the system proposed by
the Association Research Circulation Osseous Committee.””

Inclusion criteria

Patients aged 20 to 50 years with radiographic stage 3A or 3B,
according to SDIC staging,”” were eligible for enrollment. Written
informed consent was obtained from all participants in the clin-
ical trial.

Exclusion criteria

Exclusion criteria were a history of transplantation on the affected
part of the hip, heavy smoking (Brinkman index >600), current
use of warfarin, diabetes mellitus (defined as hemoglobin Alc
>9.0%), arteriosclerosis obliterans, pregnancy, malignant disease,
myocardial infarction, brain infarction, rheumatoid arthritis,
dialysis use, hematologic disease (leukemia, myeloproliferative
disorder, myelodysplastic disorder), limited life expectancy, hep-
atitis B, hepatitis C, human immunodeficiency virus infection,
syphilis, hypotension (systolic blood pressure <90mmHg), low
body weight (<40kg), loss of marrow function (neutrophil count
<1500/mm®, hemoglobin level <11.0g/dL [men] or <10.0g/dL
[women], platelet count <100,000/mm®), change in medication
(bisphosphonates or steroids) within 3 months of the study, and
ineligibility determined by a doctor.

MSC transplantation augmented by vascularized
bone grafting

Under general anesthesia, 100mL of bone marrow was obtained
from the posterior iliac crest. Mononuclear cells containing MSCs
were cultured for approximately 2 weeks under 20% partial
pressure of oxygen (Po,) and 5% partial pressure of carbon di-
oxide (Pco,) conditions at 37°C.

MSC transplantation was augmented by vascularized bone
grafting. Briefly, participants were placed on the table in the su-
pine position. A curved skin incision (modified Smith-Peterson
approach) was made from the iliac crest to the anterior aspect of
the proximal thigh.'” The rectus femoris was released, and the
anterior aspect of the femoral neck was explored. Then, a cortical
window (1.5x4cm) was prepared, through which a bony trough
connecting the necrotic area was created under both fluoroscopic
and endoscopic guidance. MSCs (0.5—1.5x10®) premixed with
B-tricalcium phosphate granules (Osferion®) were transplanted
into the cavity created by curettage. Tricortical iliac crest bone
was harvested with a vascular pedicle and grafted into the bone
trough.'® Then, the joint capsule and rectus femoris were sutured.

Rehabilitation program

Rehabilitation was performed at a hospital for 12 weeks. During the
initial 4 weeks, rehabilitation was performed at an acute care hospital
(table 1). Participants continued rehabilitation at a special rehabili-
tation hospital for 8 additional weeks. During the first 4 weeks,
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physical therapy was performed for 40 minutes at a time, once a day, 5
days a week. After the initial 4 weeks, it was performed for 60 mi-
nutes at a time, twice a day, 6 days a week. The entire rehabilitation
program was supervised by skilled physiotherapists, and the specific
therapy received was recorded in the participant’s medical record.

Participants were kept non—weight-bearing for 6 weeks after
transplantation surgery, followed by one-third weight-bearing,
one-half weight-bearing, and two-thirds weight-bearing, pro-
gressing at 2-week intervals (see table 1). Full weight-bearing was
permitted 12 weeks after treatment.

Before performing range-of-motion (ROM) exercises, pain
level was assessed using a numeric rating scale. Passive flexion
and extension ROM exercises were initiated 2 weeks after treat-
ment on the transplant side. Passive adduction was initiated 3
weeks after treatment, and passive rotation ROM exercise was
initiated 6 weeks after treatment. Active ROM exercise in all
directions was initiated 12 weeks after treatment (see table 1).
Passive and active ROM exercises in all directions were initiated 3
days after treatment on the nontransplant side (see table 1).

For isotonic flexion muscle-strengthening exercise, straight
leg raising with no weight was started 6 weeks after treatment on
the transplant side (see table 1). Straight leg raising with 2-kg
weight was started after 10 weeks. The intensity of exercise
was defined by pain level. Each position was held for 5 seconds
and performed 5 times. For isokinetic flexion and extension
muscle-strengthening exercises, resistance training was started 6
weeks after treatment on the transplant side. The intensity of
exercise was increased by increasing the load by 40% to 80% of
10-repetition maximum (RM). Isokinetic adduction exercise was
added at 8 weeks, rotation exercise at 10 weeks, and adduction
exercise at 12 weeks after treatment. Isokinetic rotation exercise
was performed using Coxa Link.” Squat and heel raise exercises
were performed 12 weeks after treatment. On the nontransplant
side, isometric and isokinetic exercises were started 3 days after
treatment. If muscle weakness was present, the intensity of ex-
ercise was increased by increasing the load by 70% to 100% of
10RM for muscular hypertrophy. If muscle weakness was not
present, exercise loading was increased by 60% to 70% of 15RM
for muscular endurance. Nontransplant side squat and heel raise
exercises were started 6 weeks after treatment. Upper limb
muscle-strengthening exercises were performed using Shoulder
Link® 1 week after treatment (see table 1).

Aerobic training was started 8 weeks after treatment. The
intensity of exercise was defined as a target heart rate of
220x (agex0.6) by using an Aerobike Ai° for 30 minutes. After
discharge, participants continued home exercises and were
assessed once a month. Patients were allowed to resume sports
and work 6 months after confirmation of bone ossification
(see table 1).

Assessment

All participants underwent assessment before treatment and 6 and
12 months after treatment. Passive hip flexion, extension, abduc-
tion, and external rotation angles were measured using universal
goniometry. Hip flexor, extensor, and abductor strengths were
measured using a handheld dynamometer” during isometric
contraction for 3 seconds with manual resistance. Knee extensor
and flexor strengths and lower limb load were assessed using the
Iso Force GT-330.° Torque was expressed as a percentage of body
weight (Nm/kg). Values of lower limb load force were normalized
to body weight (N/kg). In the Timed Up and Go test, the time (in

www.archives-pmr.org

seconds) that a participant required to stand from an armless chair
(chair seat height, 45cm), walk a distance of 3m, turn, walk back
to the chair, and sit down was measured. Health-related quality of
life was evaluated using the Medical Outcomes Study 36-Item
Short-Form Health Survey (SF-36).”"

Adverse events

Compliance with the rehabilitation program and adverse events
were recorded in each participant’s medical record. Adverse
events were monitored by the Department of Clinical Trial
Design and Management Translational Research Center. Serious
adverse events were assessed by the External Data Moni-
toring Committee.

Statistical analysis

ROM, muscle strength, and SF-36 score were presented as the
median with 25% to 75% quartiles. For follow-up assessment of
changes in each outcome over time, the Friedman test was used to
identify overall significant differences at 3 different time points
(before treatment and 6 and 12mo after treatment) for each vari-
able. Post hoc Scheffe test was used to assess which time points
showed significant differences. A P value of <.05 was considered
statistically significant for all analyses.

Results

Between November 2007 and June 2009, 10 participants were
recruited into the clinical trial. All participants were men with an
average age of 31.7 years (range, 20—48y). A history of steroid
treatment was found in 4 participants (table 2). The pretreatment
radiographic stage was 3A in 6 hips and stage 3B in 4 hips (see
table 2). During the rehabilitation period (6bmo after surgery),
there was no progression of disease. At 1 year after surgery, 6 hips
with stage 3A and 2 hips with stage 3B did not progress, but 2 hips
with stage 3B (cases 3 and 7) progressed to stage 4.'7

Hip ROM

While nearly all ROM measures improved after treatment, the
only significant improvements were transplant-side external rota-
tion at 6 months (P<.05) and nontransplant-side flexion at 12
months (P<.01) (table 3).

Muscle strength and function

While nearly all muscle strength measures improved after treat-
ment, the only significant improvements were transplant-side
extensor and abductor strength at 12 months after treatment
(P<.05) (table 4).

On the nontransplant side, there was significant improvement
in lower limb load strength (P<.05) (see table 4). The remaining
subgroup scores showed posttreatment improvements that did not
reach statistical significance.

SF-36 subgroup score

There were significant improvements in physical function, role
physical, and bodily pain subgroup scores between the 3 time
points (before treatment and 6 and 12mo after treatment)
(P<.05) (table 5). There was also a significant difference in each
score between values before and 12 months after treat-
ment (P<.05).
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Table 2  Baseline data of patients
Case Age (y) Sex Height (cm) Weight (kg) Affected Side Steroid Use Class* Stage! History
1 27 M 170.9 66.5 R Y C2 3B Nephritis
2 23 M 171.0 56.6 L Y C2 3A Cushing syndrome
3 48 M 174.7 87.5 R N C2 3B Meningioma
4 20 M 174.2 76.8 R Y C1 3A Hepatitis
5 35 M 178.8 70.0 L N C2 3A None
6 28 M 169.2 58.3 R N C2 3A None
7 39 M 183.1 85.2 R Y C2 3B Leukemia
8 26 M 175.1 66.4 R N C2 3B None
9 33 M 174.2 61.0 R N C2 3A None
10 38 M 166.7 52.9 R N C2 3A None

Abbreviations: L, left; M, male; N, no; R, right; Y, yes.

* Radiographic clinical classification proposed by Japanese Investigation Committee.

T Radiographic staging score by Japanese Investigation Committee.

Adverse events

All participants completed the 12-week rehabilitation program.
There were 5 cases of muscle pain, 2 cases of muscle stiffness, and
1 case of ankle pain on initiation of load bearing, but no serious
adverse events were associated with rehabilitation. Radiography
showed no evidence of progression in femoral head collapse
during the rehabilitation period.

Discussion

In the current study, we designed a rehabilitation program that
focused on 3 aspects: (1) improving hip joint function, (2)
avoiding collapse of the femoral head, and (3) promoting bone
formation from transplanted cells by using a physical ther-
apy protocol.

In the field of rehabilitation, the relationship between pursuing
functional improvement and risk reduction becomes a trade-off in
some cases, but compatibility between them is important. To
accomplish this trade-off, it is helpful to simultaneously assess the

etiologic factors and radiologic findings of these patients in order
to treat ION.?>?* Further, lesion size, lesion location, and radio-
graphic staging can help determine the natural course of ION.?* In
our patients, necrotic lesion size was broad, and radiographic stage
had progressed (see table 2). The prognosis for steroid-induced
ION is better than that for ION associated with sickle cell ane-
mia.>? In our study, among the 10 participants, 4 had a history of
steroid use, while the other 6 had idiopathic ION (see table 2). The
rehabilitation program in patients with ION should consider these
aspects and should be planned carefully to avoid collapse of the
femoral head.

Weight-bearing was prohibited until 6 weeks after treatment
(see table 1), and full-weight sitting-to-standing actions were
prohibited until 12 weeks after treatment because of the high
pressure placed on the top of the femoral head.”*® Not only
weight-bearing, but also muscle activity increases the acetabular
contact pressure. Isometric hip extension and active hip flexion
generate high pressure on the femoral head, equal to weight-
bearing and walking.”>*° By comparison, the pressure generated
by isotonic and isokinetic exercises is much less.”>*® Such joint-

Table 3  Comparison of hip ROM between pretreatment, 6 months after treatment, and 12 months after treatment (N=10)
Effect Size 12mo After Effect Size P at 3 Time Points
Hip ROM Pretreatment 6mo After Treatment (Pre/6mo) Treatment (Pre/12mo) (Pre/6mo/12mo)

Flexion (deg)
Transplant side
Nontransplant side

Extension (deg)

97.5 (95.0—107.5)  107.5 (96.3—110.0)

101.0 (100.0—110.0) 112.5 (100.0—113.8)

Transplant side
Nontransplant side

Abduction (deg)

Transplant side
Nontransplant side

External rotation (deg)

Transplant side
Nontransplant side

20.0 (15.0—20.0)
20.0 (16.3—20.0)

30.0 (21.3—35.0)
35.0 (31.3—38.8)

45.0 (37.5—53.8)
40.0 (37.5—53.8)

20 (16.3—20.0)
20.0 (15.0—20.0)

35.0 (30.0—40.0)
37.5 (31.3—40.0)

50.0 (41.3—60.0)"
50.0 (45.0—60.0)

58 107.5 (100—113.8) .74 .19
31 112.5 (101.3—120.0)* .47 <.01
12 15.0 (15.0—18.8) .47 34
.01 17.5 (15.0—20.0) 0 .92
52 35.0 (30.0—38.8) .38 .24
.23 35.0 (35.0—35.0) .11 53
43 50.0 (42.5—53.8) .31 .09
46 50.0 (45.0—60.0) .42 .38

NOTE. Values are median (25%—75% quartiles) or as otherwise indicated. P values at 3 time points were calculated by Friedman test. Multiple

comparison test was performed by Scheffe test.
* P<.01.
" P<.05 as calculated by comparison with pretreatment.
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Table 4 Comparison of physical function between pretreatment, 6 months after treatment, and 12 months after treatment (N=10)
P at 3 Time
Points
Effect Size 12mo After Effect Size (Pre/6mo/
Measure Pretreatment 6mo After Treatment (Pre/6mo) Treatment (Pre/12mo) 12mo)

Hip flexor strength (Nm/kg)
Transplant side
Nontransplant side

Hip extensor strength (Nm/kg)
Transplant side
Nontransplant side

Hip abductor strength (Nm/kg)
Transplant side
Nontransplant side

Knee flexor strength (Nm/kg)
Transplant side
Nontransplant side

Knee extensor strength (Nm/kg)
Transplant side
Nontransplant side

Lower limb load (N/kg)
Transplant side
Nontransplant side

Timed Up and Go test (s)

1.39 (1.01—1.65)
1.30 (1.05—1.50)

0.56 (0.43—0.78)
0.64 (0.37—0.80)

0.67 (0.51—1.29)
0.66 (0.52—1.37)

1.36 (1.18—1.79)
1.36 (1.11—1.70)

2.77 (2.24—3.37)
2.71 (2.50—4.00)

10.61 (8.01—14.58)

7.06(5.82—7.31)

1.49 (1.35—1.86)  0.74
1.82 (1.38—1.96)  1.14

1.48 (0.84—1.56)  0.98
1.13 (0.82—1.49)  1.18

1.20 (0.81—1.43)  0.58
1.21 (0.88—1.66)  0.53

1.55 (1.32—1.81)  0.38
1.50 (1.12—1.66)  0.29

2.97 (2.42—4.09)  0.46
3.38 (2.98-3.83)  0.49

15.78 (9.16—20.02) 0.99
14.16 (10.36—20.65) 17.61 (12.49—21.72) 0.47
6.11 (4.96—7.00)  0.51

1.79 (1.58—1.91)  0.70 12
1.73 (1.68—2.03)  1.12 .08
1.28 (0.86—1.69)*  1.00 <.05
1.61 (0.96-1.77)  1.62 .08
1.28 (1.05—1.78)*  0.86 <.05
1.28 (1.21-1.85)  0.71 .20
1.63 (1.37-1.71)  0.47 15
1.55 (1.27—-1.58)  0.37 .07
3.22 (2.93-3.69)  0.56 .10
3.51 (2.72—4.10)  0.36 .19
15.34 (12.04—19.74) 0.98 .06
18.04 (14.12—23.50)* 0.70 <.05
5.40 (5.00—6.50)  0.77 15

NOTE. Values are median (25%—75% quartiles) or as otherwise indicated. P values at 3 time points were calculated by Friedman test. Multiple

comparison test was performed by Scheffe test.
* P<.05, as calculated by comparison with pretreatment.

preserving, muscle-strengthening exercise has been reported in
physical therapy for osteoarthritis.””** We designed the rehabili-
tation program so that isotonic and isokinetic exercises could be
performed on the transplant side before isometric exercises (see
table 1). All participants completed the 12-week rehabilitation
program without excessive pain. Functional improvement was
observed, and there were no serious adverse events associated with
rehabilitation. These results suggest that the first 2 aims of our
study were achieved.

Although we could not show clear evidence that the current
rehabilitation program promotes bone formation, mechanical
stimulation may be important for bone formation of

transplanted cells. Lack of mechanical loading causes bone loss
and fractures in the elderly.”” During physical activity, me-
chanical forces are placed on the bones through ground reaction
forces and the contractile activity of muscles.’*' Adapting
physical forces to bone structure results in maintenance and
prevention of fractures in the elderly.’” Fluid flow, strain, and
hydrostatic pressure are mechanotransducers of physical force
to osteocytes.””'*? Stimulated mechanoreceptors on osteocytes
activate the prostaglandin and Wnt pathways.”> Mechanical
loading stimulates not only osteocytes but also osteoblasts®*
and MSCs.*®*" Oscillatory fluid flow promotes the prolifera-
tion and differentiation of marrow MSCs.>” Furthermore,

Table 5 Comparison of SF-36 subgroups scores between pretreatment, 6 months after treatment, and 12 months after treatment (N=6)
SF-36 6mo After Effect Size 12mo After Effect Size P at 3 Time Points
Subgroups Pretreatment Treatment (Pre/6mo) Treatment (Pre/12mo (Pre/6mo/12mo)
Physical function 45 (36.3—65) 90 (78.8—95) 1.54 92.5 (78.8—95)* 1.58 <.05
Role-physical 40.6 (36.3—78.1)  68.8 (57.8—93.8)  0.71 96.9 (93.8—100)*  1.63 <.05

Bodily pain 52 (51.3—52) 72 (64.5—72) 2.83 73 (64.5—81.5)*  3.18 <.05

General health 59.5 (49.5—77) 77 (61.8—90.8)  0.66 79.5 (62—88) 0.72 31

Vitality 71.9 (54.7—84.4)  68.8 (62.5—84.4)  0.22 71.9 (62.5—85.9) 0.11 .58

Social function 31.3 (25—84.4) 100 (71.9—100) 0.90 93.8 (78.2—100) 1.00 .21
Role-emotion 50 (37.5—87.5) 100 (100—100) 0.89 100 (100—100) 1.15 .13

Mental health 80 (71.2—88.8) 90 (82.5—90) 0.52 80 (80—83.4) 0.44 .27

NOTE. Values are median (25%—75% quartiles) or as otherwise indicated. P values at 3 time points were calculated by Friedman test. Multiple

comparison test was performed by Scheffe test.
* P<.05 as calculated by comparison with pretreatment.
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mechanical signals inhibit adipogenesis and promote the anab-
olism of osteogenesis.’® A report by Ambrosio et al*® reveals
important information about this issue. Treadmill running has a
synergistic effect on healing injured skeletal muscle after
muscle-derived stem cell transplantation,”® in addition to the
positive effects of improved weight management, cardiovascular
health, and metabolic profile.”’ Our previous report’’ suggested
that adequate exercise promotes muscle remodeling after bilat-
eral broad necrosis of the soleus muscles. It is hypothesized
that suitable mechanical stimulation drives the differentiation of
MSCs, while the beneficial paracrine effect may induce a
synergistic effect between MSC transplantation and rehabilita-
tion. However, further basic and clinical research is required to
prove this hypothesis.

Evaluation of the effect of nonsurgical procedures on ION is
important. Mont et al'® compared the effect of core decompres-
sion surgery with nonsurgical management of ION and reported a
63.5% satisfactory clinical result with core decompression, but
only 22.7% with nonsurgical management. However, this study
was not an adjusted case-control study but was a literature re-
view. Therefore, etiologic factors and radiographic findings were
not fully assessed.'® In multicenter, randomized controlled
studies, physical therapy has similar effects in ION patients with
sickle cell disease as does core decompression surgery with
physical therapy.'”*' Basic studies to design the rehabilitation
protocol and further clinical studies are needed, but the infor-
mation provided from the current study may aid in the devel-
opment of rehabilitation protocols after cell transplantation for
the treatment of ION.

Study limitations

The current study has several major limitations. This was a small-
scale, single-group, pre-post preliminary study. Case-control and
large-scale studies are needed to demonstrate the efficacy of the
rehabilitation protocol. The current study was based on the orig-
inal clinical trial, so it is not an individual study. The population
size of the clinical trial itself was limited because it was a feasi-
bility study.

Conclusions

The present study demonstrated the feasibility and safety of an
intensive multiplex rehabilitation program after MSC trans-
plantation in individuals with ION. Despite this, future studies
should investigate dosing and timing parameters, as well as the
mechanistic basis for improvements in outcomes when a combi-
nation therapy is used.
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Appendix 1 Assessment of Necrotic Lesions
and Stages

20,

Radiographic classification proposed by the SDIC in Japan™:

e Type A lesions occupied the medial one third or less of the
weight-bearing portion.

e Type B lesions occupied the medial two thirds or less of the
weight-bearing portion.

e Both types C1 and C2 lesions occupied more than the medial
two thirds of the weight-bearing portion.

e Type C2 lesions extended laterally to the acetabular edge, but
type C1 lesions did not.

The ION staging proposed by the SDIC used in Japan is a
modified version of the system proposed by the Association
Research Circulation Osseous Committee.””

e Stage 1: Specific findings of osteonecrosis are not observed on
magnetic resonance imaging, bone scintigram, histology, or
radiographs.

e Stage 2: Demarcating sclerosis is seen without collapse of the
femoral head.

e Stage 3: Collapse of the femoral head, including the crescent
sign, is seen without joint-space narrowing. Mild osteophyte
formation of the femoral head or acetabulum may be seen.

e Stage 3A: Collapse of the femoral head <3mm
e Stage 3B: Collapse of the femoral head >3mm
e Stage 4: Osteoarthritic changes are seen.
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Arterial Stiffness Predicts Cognitive Decline in Japanese Community-
dwelling Elderly Subjects: A One-year Follow-up Study
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Aim: The purpose of this study was to determine whether arterial stiffness can be used to predict
one-year changes in the cognitive function in Japanese community-dwelling elderly subjects.
Methods: A total of 103 Japanese community-dwelling elderly patients joined this study. Information
regarding the age, height, weight, gender and past medical history of each participant was obtained.
Additionally, arterial stiffness was determined according to the cardio-ankle vascular index (CAVI),
and the cognitive function was assessed with the Mini-Mental State Examination (MMSE). One year
later, we performed the MMSE in the same subjects. After dividing the cohort according to the 80th
percentile of the CAVI (normal and arterial stiffness [AS] groups), we examined whether the degree
of cognitive decline, as determined using the pre- and post-MMSE, was significantly different based
on the severity of arterial stiffness, adjusted for age, BMI, gender and the pre-MMSE scores.

Results: Of the 103 subjects who participated in the pre-data collection, 74 (38 men and 36 women,
73.4% 4.0 years) joined the post-data collection. We found a significant difference in the change in
the post-MMSE scores between the normal and AS groups (pre-MMSE: normal group [27.4+2.1]
and AS group [26.9+2.4] and post-MMSE: normal group [27.2+2.1] and AS group [25.5+2.3],
F=5.95, p=0.02). For each domain of the MMSE, the changes in MMSE-attention-and-calculation
(F=5.11, p=0.03) and MMSE-language (F=4.32, p=0.04) were significantly different according to
an ANCOVA.

Conclusions: We found that arterial stiffness predicts cognitive decline in Japanese community-dwell-
ing elderly subjects regardless of the initial level of the global cognitive function. This finding indi-
cates the potential use of the degree of arterial stiffness as an indicator for preventing or delaying the

onset of dementia in the elderly.

J Atheroscler Thromb, 2015; 22: 637-644.

Key words: Arterial stiffness, Cognitive impairment, Elderly, Dementia

Introduction

Dementia is a serious issue, especially in commu-
nity-dwelling elderly subjects”. Thirty-five million

people worldwide suffered from dementia in 2012
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according to the World Health Organization. Approx-
imately 48% of patients with Alzheimer’s disease
(AD), the most common form of dementia, are esti-
mated to live in Asia, and this percentage is expected
to increase to 59% by 2050%. Elderly people with
dementia are typically frail due to their poor mobility
and body composition, and the transitional stage
between normal aging and AD, called mild cognitive
impairment (MCI), results in frailey?, depression4),
lower levels of physical activity” and higher mortal-
ity”. Preventing cognitive decline is therefore crucial.
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Of risk factors for cognitive decline, cardiovascu-
lar risk factors have received more attention in recent
years® 7. High blood pressure®, dyslipidemia®, obe-
sity” and diabetes mellitus” have been proposed to be
risk factors for cognitive decline. Among these factors,
arterial stiffness is a comparatively easy-to-modify risk
factor in community-dwelling elderly subjects. Mad-
den ez al. reported that three months of aerobic train-
ing reduces the degree of multifactorial arterial stift-
ness without generating any significant improvements
in aerobic fitness, weight, BMI, waist-to-hip ratio or
blood pressure in community-dwelling older individu-
als'”. Additionally, previous studies have demon-
strated the effectiveness of antihypertensive agents in
improving arterial stiffness in both short- and long-
term trials'’. Community-dwelling elderly can
improve their arterial stiffness; therefore, focusing on
treating arterial stiffness may be effective for prevent-
ing cognitive decline.

Most older adults with MCI live in the commu-
nity, and more than half of MCI cases progress to
dementia within five years'?. Therefore, a desired goal
is the early detection of cognitive decline, especially in
the community-dwelling elderly. When evaluating the
degree of arterial stiffness in community-dwelling
elderly subjects, the most important property is the
ease of measurement. Arterial stiffness is one of the
most easily measured vascular risk factors in commu-
nity-dwelling elderly patients due to its non-invasive
nature; therefore, it can be used as a predictor of cog-
nitive decline in this population. Previous studies have
also shown arterial stiffness to be a predictor of cogni-
tive decline. However, the subjects in these studies
were not elderly individuals living in the commu-
nity'> Y. Additionally, other authors have reported
that they were unable to validate arterial stiffness as an
independent risk factor for cognitive decline, as mea-
sured according to the global cognitive function using
the Mini-Mental State Examination (MMSE)"),
Yamamoto ez al. reported a relationship between the
cognitive function and arterial stiffness determined
according to the CAVI in community dwelling
elderly', although the mean age was approximately
80 years, which is a bit high considering the mean age
of community-dwelling elderly individuals in Japan. It
may be more important to focus on healthier and
younger older adults when discussing community-
dwelling elderly'. The efficacy of arterial stiffness as a
predictor of cognitive decline, especially in commu-
nity-dwelling elderly patients, is less well investi-
gated?.

The purpose of this study therefore was to
address whether the degree of arterial stiffness can be

used to predict one-year changes in the cognitive func-
tion in Japanese community-dwelling elderly subjects.
We used the CAVI to assess arterial stiffness, as this
parameter was found to significantly correlate with
cognitive decline in a cross-sectional study'®!?.

Methods

Participants

Participants were recruited for this study through
local press that requested healthy community-dwelling
volunteers 65 years of age or older, and data collection
was performed on two occasions: November 2012
(pre-data collection) and November 2013 (post-data
collection). Interviews were conducted to exclude par-
ticipants from both data collections based on the fol-
lowing exclusion criteria: severe cardiac, pulmonary or
musculoskeletal disorders; comorbidities associated
with a higher risk of falls, such as Parkinson’s disease
or stroke; and the use of psychotropic drugs. Written
informed consent was obtained from each participant
in accordance with the guidelines approved by the
Kyoto University Graduate School of Medicine and
the Declaration of Human Rights, Helsinki, 1995
during both data collection periods. The study proto-
col was approved by the ethics committee of Kyoto
University Graduate School of Medicine.

Measurements— Pre-data Collection
Demographic Data

Each patient’s age, height, weight, gender, past
medical history (cardiovascular disease, hypertension,
diabetes mellitus and hyperlipidemia), smoking status
(number of cigarettes smoked per day and total num-
ber of years smoked) and educational background
(elementary school, junior high school, high school,
career college or university) were obtained as demo-
graphic data. All data were collected at the first data
collection time point. We directly asked about each
participant’s age and gender and measured their height
and weight using standardized height and weight
scales.

Arterial Stiffness

The degree of arterial stiffness was determined
based on the CAVI using the VaSera-1500 device
(Fukuda Denshi Co., Ltd., Tokyo, Japan). The details of
this procedure have been described previously®” V.
After the participants had rested for five minutes in
the sitting position, we obtained these measurements
as previously described. Higher CAVI values indicate a
higher degree of arterial stiffness. The measurements
were obtained once, and the mean values of the right
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Table 1. Baseline characteristics and post-MMSE scores in the study population

All (n=74)
Normal group AS group
n=>59 n=15 ?

Demographic data

Age, year 72.8+3.8 76.1+3.6 <0.01

BMI, kg/m? 23.2%2.6 23.2+3.2 0.99

Gender, male 28 (47.5%) 10 (66.7%) 0.25
Mean CAVI 8.83+0.61 10.6+0.51 <0.01
Cognitive function

Pre-MMSE 27.4%2.1 269=%2.4 0.40

Post-MMSE 27.2+2.0 25.5%2.3 <0.01

Pre-MMSE (orientation) 9.6+0.6 9.7+0.5 0.89

Post-MMSE (orientation) 9.7%0.7 9.7+0.5 0.89

Pre-MMSE (registration) 2904 3.0+0.0 0.53

Post-MMSE (registration) 2.9+0.3 3.0£0.0 0.49

Pre-MMSE (attention and calculation) 32+1.7 29+1.8 0.55

Post-MMSE (attention and calculation) 3.4+1.7 2.3%1.5 0.03

Pre-MMSE (recall) 2.6%0.6 2.4%0.8 0.30

Post-MMSE (recall) 2.5%0.6 2.4%0.7 0.69

Pre-MMSE (language) 8.9%0.3 8.9+0.4 0.73

Post-MMSE (language) 8.7%0.5 8.2%1.3 0.15
Comorbidities

Cardiovascular disease 10.2%) 4 (26.7%) 0.11

Hypertension 39.0%) 8 (53.3%) 0.39

Diabetes mellitus 8.5%) 4 (26.7%) 0.08

Hyperlipidemia 15.3%) 2 (13.3%) 1.00
Brinkman index 0-800) 0 (0-400) 0.63
Educational background n.s.

Elementary school 0.0%) 1 (6.7%)

Junior high school 27.1%) 4 (26.7%)

High school 59.3%) 9 (60.0%)

Career college 5.1%) 0 (0.0%)

University 8.5%) 1 (6.7%)

Mean CAVI=mean value of the right and left CAVI scores. The mean = SD is shown for age, BMI, mean CAVI and pre- and post
MMSE. n (%) is shown for gender, cardiovascular disease, hypertension, diabetes mellitus, hyperlipidemia and educational back-
ground. The median (25% quartile-75% quartile) is shown for the Brinkman index. AS: arterial stiffness; n.s.: not significant.

and left CAVI scores for each patient were used for the
)

analysis'”.
Cognitive Function Measurements

The cognitive function was assessed using the
Mini-Mental State Examination (MMSE)??. The
MMSE is a short screening test that consists of the
following five areas for detecting cognitive impair-
ment: orientation, registration, attention and calcula-
tion, recall and language. The scores range from 0 to
30, with higher scores indicating better cognitive per-

formance. The MMSE was performed at both the pre-

and post-data collection time points.

Measurements— Post-data Collection
Cognitive Function Measurements

One year later, the cognitive function was also
assessed using the MMSE??. We performed the MMSE
using the same inclusion and exclusion criteria as that
used at the pre-data collection time point.

Statistical Analysis
The patients were divided into two groups based
on the 80th percentile of the CAVI values: the normal
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Fig. 1. Two-way analysis of variance showing the differences in the changes in the post-
MMSE scores between the normal and AS groups. These findings indicate that the
elderly subjects in the AS group experienced greater cognitive decline than those in

the control group (F=5.95, p=0.02).

and arterial stiffness [AS] groups. We analyzed the dif-
ferences between these two groups using the unpaired
t-test for age, body mass index (BMI), mean CAVI
values on both sides and the pre- and post-MMSE
scores (total score and scores for each domain), the x?
test for gender, past medical history and educational
background and the Mann Whitney U-test for the
Brinkman index (number of cigarettes smoked per day
x total number of years smoked). A repeated measures
two-way analysis of covariance (ANCOVA) was used
to analyze whether the degree of cognitive decline
determined according to the pre- and post-MMSE
scores (total score and scores for each domain) differed
significantly according to the severity of arterial stift-
ness, adjusted for age, BMI, gender and the pre-
MMSE score. A p value of <0.05 was considered to

be statistically significant for all analyses.

Results

In total, 74 individuals (38 men and 36 women,
73.4%4.0 years) participated in both data collection
events. Of these individuals, none were excluded. We
assigned 59 elderly individuals (28 men and 31
women) to the normal group and 15 (10 men and five
women) to the AS group. Table 1 shows the differ-
ences in each variable between the two groups. While
there were no significant differences in BMI, gender,
pre-MMSE, educational background or past medical
history, we found significant differences in age (p<
0.01) and the mean CAVI values (p<0.01). Addition-
ally, the normal group had a significantly higher total
post-MMSE scores (normal group: 27.2+2.1, AS
group: 25.5%2.3, p<0.01) and higher post-MMSE
scores for the attention-and-calculation domain (nor-
mal group: 3.4%1.7, AS group: 2.3%1.5, p=0.03)
than the AS group.

The ANCOVA adjusted for age, BMI, gender
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Fig.2. Two-way analysis of variance showing the differences in the changes in the post-
MMSE (attention and calculation) scores between the normal and AS groups.
These findings indicate that the elderly subjects in the AS group experienced
greater cognitive decline than those in the control group (#=5.11, p=0.03).

and pre-MMSE showed a significant difference in the
changes in the post-MMSE scores between the normal
and AS groups (F=5.95, p=0.02) (Fig.1), indicating
that elderly individuals with a higher degree of arterial
stiffness may experience greater levels of cognitive
decline, even after adjusting for age, BMI, gender and
the pre-MMSE score. Additionally, the changes in the
MMSE-attention-and-calculation (F=5.11, p=0.03)
(Fig.2) and MMSE-language (F=4.32, p=0.04)
(Fig.3) domains were shown to be significantly differ-
ent according to the ANCOVA. The other areas did
not show any differences between the two groups (ori-
entation; F=0.27, p=0.60: registration; F=2.69, p=
0.11, recall; F=0.16, p=0.69).

Discussion

In this study, we analyzed whether the degree of
cognitive decline differs significantly according to the
severity of arterial stiffness, adjusted for age, BMI,

gender and the cognitive function at baseline and at
the one-year follow-up. Consequently, we found that
arterial stiffness predicts cognitive decline in Japanese
community-dwelling elderly subjects, regardless of the
initial level of the global cognitive function. Previous
studies have demonstrated that arterial stiffness has a
predictive effect on cognitive decline in the non-com-
munity-dwelling elderly'*'> '¥; however, few reports
have found arterial stiffness to be a predictor of cogni-
tive decline in this group.

There are hypotheses regarding pathways linking
arterial stiffness and cognitive decline, wherein aug-
mented pressure pulses penetrate and damage small
cerebral vessels in the global brain?. Brain lesions,
such as ischemic lesions and white matter abnormali-
ties resulting from augmented pressure, are thought to
cause cognitive decline, thereby leading to demen-

tia??. The augmented pressure caused by arterial stiff-

ness independently predicts cognitive performance®,

and many previously published studies evaluating the
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Fig.3. Two-way analysis of variance showing the differences in the changes in the post-
MMSE (language) scores between the normal and AS groups. These findings indi-
cate that the elderly subjects in the AS group experienced greater cognitive decline
than those in the control group (F=4.32, p=0.04).

association between arterial stiffness and the cognitive
function have discussed the causal relationship with
this phenomenon ' 17> 18:23),

Several studies have examined whether the sever-
ity of arterial stiffness longitudinally predicts cognitive
decline. For example, one study targeting people older
than 80 years of age in nursing homes showed results
similar to the current findings'?. The mean baseline
MMSE score of these subjects was 23.7 4.9, which is
lower than that observed in the current study. Another
study, in which the subjects were older patients in the
hospital with complaints of memory loss, also reported
that arterial stiffness has a strong predictive ability for
cognitive decline'®. Furthermore, Yamamoto et 4l.
performed a similar analysis in community-dwelling
elderly patients; however, the mean age was higher
than that noted in our study'®. Notably, we found
that arterial stiffness predicts cognitive decline in com-
munity-dwelling elderly subjects with a comparably
preserved cognitive function, even after adjusting for

age, gender, BMI and the baseline cognitive function.
In addition, we observed the scores for the attention-
and-calculation and language domains of the MMSE
to be significantly decreased in the AS group. It has
been reported that these MMSE domains are not
affected by impairment of the hippocampus®®. There-
fore, we assume that the cognitive dysfunction result-
ing from arterial stiffness is not attributed to dysfunc-
tion of the hippocampus. However, other studies have
reported that measurements of arterial stiffness do not
predict performance for the global cognitive function,
as measured according to the MMSE""”. There are
various possible reasons for this discrepancy: 1) the
mean age of the subjects was 57.1 years and the par-
ticipants were relatively high functioning (ceiling
effect of the MMSE)®); 2) many participants dropped
out from the follow-up survey and selection bias may
have affected the results for the change in the cogni-
tive function'®; 3) memory tasks that are more
demanding for the executive function and attention
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may be more sensitive to cerebrovascular alterations
due to aging and the MMSE may be too insensitive to
accurately detect cognitive changes'” . As a resul,
further studies are needed to establish evidence clarify-
ing the association between arterial stiffness and the
cognitive function.

The most important clinical implication of our
findings is that one of the most easily measured and
non-invasive parameters, especially in community-
dwelling elderly individuals, arterial stiffness, pre-
dicted cognitive decline after one year. These results
imply that maintaining the arterial function may pre-
vent or delay the onset of dementia in the commu-
nity-dwelling elderly. Additionally, it may be possible
to identify individuals at risk of dementia by evaluat-
ing the degree of arterial stiffness. Interventional and
longitudinal studies examining improvements in arte-
rial stiffness with the aim of preventing cognitive
decline are required to establish effective strategies for
inhibiting the onset of dementia.

This study is associated with several limitations.
First, because we were unable to perform neuroimag-
ing assessments, it was not possible to make a specific
diagnosis of dementia subtypes. In addition, we only
performed MMSE as a cognitive test, and the cogni-
tive function was not fully investigated. There may be
asymptomatic brain lesions and specific cognitive
domains that exhibit a strong relationship with arterial
stiffness. Second, the age at baseline in the AS group
was significantly higher than that observed in the nor-
mal group. Although we tried to minimize the impact
of this difference by adjusting for age, the effect may
have been insufficient. Third, the small number of
subjects may also have affected the results, and more
samples are needed to confirm the results of this study.
Finally, many studies have investigated the relation-
ship between arterial stiffness and the cognitive func-
tion; therefore, this study may not have adequate nov-
elty. Nevertheless, we regard our findings as providing
evidence that strengthens the close relationship
between arterial stiffness and cognitive decline.

Conclusions

This study showed that arterial stiffness predicts
cognitive decline in Japanese community-dwelling
elderly subjects regardless of the initial level of the
global cognitive function. These findings indicate the
potential of improving arterial stiffness in order to
prevent or delay of the onset of dementia in the
elderly.
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ABSTRACT

Background: Dementia is currently one of the most common conditions in older adults, and early
detection of cognitive decline is crucial for identifying dementia. We developed a new type of short-term
memory and attention test that uses a spot-the-difference task: Spot the Difference for Cognitive Decline
(SDCD). The purpose of the present study was to examine the accuracy of the SDCD test for the iden-
tification of cognitive impairment in community-dwelling older adults.
Methods: The participants were 443 Japanese community-dwelling older adults. The SDCD test uses two
scenery pictures. Participants were instructed to memorize the details of the first picture for 30 seconds,
after which the first picture was taken away and the second picture was shown. Next, the participants
were asked to identify as many differences as possible between the first and second pictures, which were
presented sequentially. The number of correct responses comprises the SDCD score (scores: 0—10). The
Mini-Mental State Examination and Scenery Picture Memory Test were used to measure the participants’
cognitive function. We used receiver-operating characteristic analysis to examine the power of the SDCD
test and identify the optimal cutoff value of the SDCD score.
Results: Of the 443 participants, 30 (6.77%) had some cognitive impairment based on the Mini-Mental
State Examination scores. Participants without cognitive impairment had higher SDCD scores than
those with cognitive impairment (p < 0.001). The SDCD scores were significantly associated with the
Mini-Mental State Examination (r = 0.333) and Scenery Picture Memory Test (r = 0.402) results. The
receiver-operating characteristic curve used for the identification of cognitive impairment had a
comparatively high area under the curve (0.798) for the SDCD score with a cutoff value of 1/2 (with >1
being normal; sensitivity: 70.5%; and specificity: 80.0%).
Conclusion: The present study found that the SDCD test could be an effective clinical tool for the iden-
tification of cognitive impairment in older adults.
Copyright © 2014, Asia Pacific League of Clinical Gerontology & Geriatrics. Published by Elsevier Taiwan
LLC. Open access under CC BY-NC-ND license.

1. Introduction

approximately 48% of the patients with Alzheimer's disease (AD),
the most common form of dementia, live in Asia, and this per-

Dementia can drastically influence one's daily life and is
currently one of the most common conditions in older adults. De-
mentia affects 5—8% of the population over 65 years of age' and up
to 30% of the people aged >85 years.” Currently, the number of
people with dementia is increasing. It has been estimated that
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Sakyo-ku, Kyoto 606-8507, Japan.
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centage is projected to grow to 59% by 2050.> Dementia and AD
have been associated with mortality*; therefore, prevention and
early detection of cognitive decline are crucial.

The presence of cognitive decline increases the risk of pro-
gression to mild cognitive impairment (MCI) and AD.>® It is
generally agreed that older adults with early AD, compared to
healthy older adults, exhibit a greater decline in memory function’
and working memory® than in other major domains of cognitive
function._ENREF_7 A central feature of AD is the decline in episodic
memory.’ Visual memory, which is included in episodic memory, is

2210-8335/Copyright © 2014, Asia Pacific League of Clinical Gerontology & Geriatrics. Published by Elsevier Taiwan LLC. Open access under CC BY-NC-ND license.
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an important component of daily life. There are several well-
established visual memory tests, such as the Benton Visual Reten-
tion Test'? and the Rey—Osterrieth Complex Figure Test,'! that can
be used to assess nonverbal visual memory. However, these tests
are not reflective of situations and activities encountered in daily
life, are time consuming, and have complex scoring systems.

Deficits in working memory functions (e.g., attention and ex-
ecutive function) caused by AD are thought to contribute to a range
of significant problems such as impairments in performing
everyday tasks (e.g., keeping track of conversations, walking while
talking, and packing a bag). Thus, the attentional function would
appear to be important for the early detection of cognitive decline,
as this function decreases with the progression of cognitive
decline."”

We developed a new short-term visual memory and attention
test called the Spot the Difference for Cognitive Decline (SDCD) test.
The SDCD test is a brief and simple test that uses pictures of
familiar-looking sceneries. Examinees are asked to find the differ-
ences between two scenery pictures. This test can be used in clin-
ical or community-based settings with a large population. In a
previous study, it was reported that poor visual memory predicts
the onset/progression of dementia."> The spot-the-difference task
has been used as a cognitive test in previous studies,'* ' although
its usefulness for detecting cognitive impairment had not been
described. These spot-the-difference tasks have often been used in
memory function training for older adults with dementia in many
countries, including Japan. However, the effects of this training
have not been examined empirically. We hypothesized that the
SDCD score would be associated with cognitive function, and this
test would be able to identify community-dwelling older adults
with cognitive impairment. The purpose of the present study,
therefore, was to examine the accuracy of the SDCD test for the

identification of cognitive impairment in community-dwelling
older adults.

2. Methods
2.1. Participants

Participants for this study were recruited through advertise-
ments in the local newspaper. A total of 443 Japanese people aged
>65 years (mean age, 73.1 + 5.3 years) responded. We included only
community-dwelling older adults who were able to perform their
activities of daily living independently. A screening interview was
conducted to exclude participants with severe cardiac, pulmonary,
or musculoskeletal disorders, as well as those using medications
that affect attention (e.g., psychoactive drugs or drugs prescribed
for sleep). Written informed consent was obtained from each
participant in accordance with the guidelines of the Kyoto Univer-
sity Graduate School of Medicine, Kyoto, Japan and the Declaration
of Helsinki, 1975. The study protocol was approved by the Ethics
Committee of the Kyoto University Graduate School of Medicine.

2.2. SDCD test protocol

The SDCD test uses two scenery pictures (Figs. 1 and 2) on A4
size papers. Fig. 1 is called the “first picture” and Fig. 2 the “second
picture”. There are 10 differences between the two pictures: the
shape of the chimney smoke, shape of the doorknob, height of the
fountain, shape of the mountain (seen between the house and the
fountain), number of fruits on the tree, direction that the dog on the
right is facing, shape of the leftmost flower, shape of the child's
mouth, presence of a bird versus a butterfly, and presence of the
father's backpack. First, the examinees are instructed to memorize

I

Fig. 1. First picture used in the Spot the Difference for Cognitive Decline test. The examinees were instructed to memorize the details of the picture, which was presented for 30

seconds.
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Fig. 2. Second picture in the Spot the Difference for Cognitive Decline test. This picture has 10 differences when compared with the first picture (Fig. 1). After studying the first
picture for 30 seconds, the examinees were asked to find as many of the differences between the first and second pictures as they could within 1 minute.

the details of the first picture for 30 seconds. They are also told that
there are “some” differences between the first and second pictures.
The examiners do not inform the participants that there are 10
differences in total. After showing the first picture, the examiner
takes the first picture away and shows the participants the second
picture. The examinees are then asked to find the differences in the
second picture, within 1 minute and without any hints. The number
of the correct answers is then counted to determine the SDCD
score. If the examinees' answers are close but not exactly correct
(e.g., a flower type or increase in the fruit), these answers are
marked as incorrect and not included in the SDCD score. In a sample
of 21 participants, the SDCD had a high test—retest reliability
[intertrial correlation coefficient (ICC) = 0.801; p < 0.001] between
the two measurements with a 1-week interval.

2.3. Cognitive function

Participants' cognitive function was measured by two neuro-
psychological tests: the Mini-Mental State Examination (MMSE)"”
and the Scenery Picture Memory Test (SPMT).'®

Global cognitive function was assessed using the MMSE, a
standard test used in cognitive aging research for assessing mental
status. Five areas of cognitive function—orientation, registration,
attention and calculation, recall, and language—are tested. It has 11
questions in total and a maximum possible score of 30.

The SPMT is a simple memory test that assesses visual memory
combined with verbal responses. This test uses a line drawing of a
living room in a house on an A4-size paper, depicting 23 objects
that are commonly observed in daily life. The examinee is
instructed to look at the picture for 1 minute and remember the
items. After this encoding period, participants are given a distractor
task (a brief forward digit-span test). Participants are then asked to

recall the objects in the picture without a time limit. Recall of the
items usually takes approximately 2 minutes. The number of items
recalled is the SPMT score. Higher scores indicate a better cognitive
function.

2.4. Statistical analysis

We divided the participants into two groups (normal and
cognitive impairment groups) based on the cutoff score of the
MMSE (23/24). Differences between these two groups were sta-
tistically analyzed, using the unpaired t test for continuous vari-
ables and they? test for categorical variables. Differences between
the SPMT and SDCD scores were examined using an analysis of
variance. When a significant effect was found, the Tukey—Kramer
post hoc test was used to examine the differences. In addition, the
criterion-related validity was determined by evaluating the corre-
lation between the SDCD score and the two neuropsychological
tests using Spearman's rank correlation coefficient. Following this,
we performed a multiple logistic regression analysis to determine
whether the SDCD score was associated with cognitive impairment
independently. For this analysis, the two groups (i.e., the normal
group and the cognitive impairment group) were the dependent
variables, and the SDCD score was the independent variable. We
controlled age, sex, body mass index, medications, and the length of
education. Furthermore, a receiver-operating characteristic (ROC)
analysis was used to examine the power of the SDCD score and
determine the optimal cutoff value of the SDCD score as a state
variable. The area under the curve, sensitivity, and specificity of the
SDCD score were calculated based on the ROC curve. The cutoff
value for the SDCD score was determined based on the optimal
sensitivity and specificity. Consequently, we performed a univariate
logistic regression analysis to determine the correlation between
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the SDCD and the five subtests of the MMSE (orientation, regis-
tration, attention and calculation, recall, and language). For this
analysis, the groups formed on the basis of the cutoff value of the
SDCD were the dependent variables and each subtest of the MMSE
was the independent variable.

Data were analyzed using SPSS Statistics for Windows, version
20.0 (SPSS Inc., Chicago, IL, USA). A p value of <0.05 was considered
statistically significant.

3. Results

Of the 443 participants, 30 (6.77%) were identified as having
cognitive impairment based on an MMSE cutoff score of 23/24.
Demographic characteristics of the participants are shown in
Table 1. The normal group had a higher SDCD score (2.21 + 1.38)
than the cognitive impairment group (0.77 + 0.86; p < 0.001). The
normal group also had a higher SPMT score than the cognitive
impairment group (p < 0.001). The education level of the normal
group was also higher than that of the cognitive impairment group
(p = 0.002). There were no significant differences in age, sex, body
mass index, or the use of medication between the two groups.

The participants were reclassified into five groups according to
their SDCD scores; differences in the MMSE and SPMT scores be-
tween the groups are shown in Figs. 3 and 4. There were significant
differences in the MMSE scores (F = 15.7, p < 0.001) as well as in the
SPMT scores (F = 22.6, p < 0.001) between the five groups. Results
of the post hoc tests are shown in Figs. 3 and 4. In addition, the SDCD
scores were moderately and positively correlated with the MMSE
(r=0.333) and SPMT (r = 0.402) scores (p < 0.001). These analyses
indicated that a higher SDCD score was associated with higher
cognitive function. In the logistic regression analysis, the SDCD
score was significantly associated with cognitive impairment after
adjusting for age, sex, body mass index, medications, and the
length of education (odds ratio: 0.388; 95% confidence interval:
0.257—0.584; p < 0.001).

The ROC curve for the SDCD scores used for the identification of
cognitive impairment was based on the MMSE cutoff score (23/24).
The area under the curve was comparatively high for the SDCD
scores (0.798, p < 0.001), and the cutoff value of the SDCD score was
1/2 (with >1 being considered normal) with a 70.5% sensitivity and
80.0% specificity. A univariate logistic regression analysis showed

Table 1
Characteristics of participants with and without cognitive impairment.*

Normal Cognitive impairment  p
(n =413, MMSE > 24, (n =30, MMSE < 24,
27.4 + 2.0) 224 £1.1)
Age, y 729 +53 744 £53 0.160
Female 269 (65.3%) 20 (66.7%) > 0.99
BMI, kg/m? 227 +3.1 222 +28 0.384
Number of 2.53 +2.59 2.48 + 246 0.237
medications
taken, n
Education 0.002**
<6y 3(0.7%) 0
6-9y 98 (23.7%) 17 (56.7%)
10-12y 212 (51.3%) 10 (33.3%)
>12y 100 (24.2%) 3(10.0%)
SDCD 221 +1.38 0.77 + 0.86 <0.001**
SPMT 13.8£35 10.1 £ 2.8 <0.001**
Data are presented as n (%) or mean =+ SD.
*p < 0.05.
**p < 0.01.

BMI = body mass index; MMSE = Mini-Mental State Examination; SDCD = Spot the
Difference for Cognitive Decline; SPMT = Scenery Picture Memory Test.

2 Normal and cognitive impairment groups were defined according to the MMSE
cutoff score of 23/24.

ok kK ok K
=0 sk ok K K %

28
26
24
22
0 1 2 3

SDCD score

MMSE score

4 or more

Fig. 3. Comparison of the MMSE scores between the groups formed based on the
SDCD scores. There were significant differences in the MMSE scores across the five
groups (F = 15.7, p < 0.001). * Significant difference from Group 0. ** Significant dif-
ference from Group 1. *** Significant difference from Group 2. MMSE = Mini-Mental
State Examination; SDCD = Spot the Difference for Cognitive Decline.

that there were significant correlations between the SDCD scores
and the four subtests of the MMSE (p < 0.05), except for the
registration subtest (refer to Table 2).

4. Discussion

We examined a new type of short-term memory and attention
test, the SDCD, which used a spot-the-difference task to identify
cognitive impairment. In the present study, we showed that the
SDCD test is a very quick and reliable screening tool for the iden-
tification of cognitive impairment in community-dwelling older
adults.

The SDCD test is moderately and positively correlated with
global cognitive and memory functions. The SDCD test includes a
“memory” phase and a “recall and name the differences” phase.
These phases require not only memory functions, but also other
cognitive functions, such as attention. Some studies in the past have
used similar spot-the-difference tasks as cognitive tests,'*!> and
only one previous study'® has investigated brain activation in a test

20 k% 3,3k 3k 3,5k 3k %k %k
18 *,% %k 3k, % ¥
16
8 14
[=]
Q
7]
= 12
=
o
Y 10
8
6
0 1 2 3 4 or more

SDCD score

Figure 4. Comparison of the SPMT results between the groups formed based on the
SDCD scores. There were significant differences in the MMSE scores across the groups
(F = 22.6, p < 0.001). * Significant difference from Group 0. ** Significant difference
from Group 1. *** Significant difference from Group 2. **** Significant difference from
Group 3. MMSE = Mini-Mental State Examination; SDCD = Spot the Difference for
Cognitive Decline; SPMT = Scenery Picture Memory Test.
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Table 2
Correlation between SDCD score and subtests of MMSE."
Subtests Subtest SDCD score < 2 OR (95% CI)
(total score) score (n = 146)
n (%)
Orientation (10) <8 20(13.7) Reference
9 30 (20.5) 0.26 (0.11-0.62)**
10 96 (65.8) 0.21 (0.10—-0.46)**
Registration (3) <2 4(2.7) Reference
3 142 (97.3) 0.61 (0.16—2.30)
Attention and <2 69 (47.3) Reference
calculation (5)
3 10 (6.8) 1.10 (0.47-2.59)
4 18 (12.3) 1.19 (0.61-2.34)
5 49 (33.6) 0.57 (0.36—0.88)*
Recall (3) <1 22 (15.1) Reference
2 51 (34.9) 0.21 (0.09—0.50)**
3 73 (50.0) 0.13 (0.06—0.31)**
Language (9) <7 14 (9.6) Reference
8 38 (26.0) 0.18 (0.06—0.59)**
9 94 (64.4) 0.12 (0.04—-0.36)**
*p < 0.05.
**p <0.01.

CI = confidence interval; MMSE = Mini-Mental State Examination; OR = odds ratio;
SDCD = Spot the Difference for Cognitive Decline.

2 For each univariate logistic regression analysis, SDCD scores <2 or >2 were the
dependent variables and each subtest of the MMSE was the independent variable.

using a spot-the-difference task. Although the abovementioned
test did not include a memory phase (unlike that included in the
SDCD test), the results indicated that the brain areas related to vi-
sual information and attention was activated while carrying out the
task. Our results indicated that the SDCD was associated with most
of the subtests of the MMSE. Thus, the SDCD test appears to be
associated not only with attention and memory, but also with
global cognitive function. We need to minutely assess and inves-
tigate other cognitive functions (e.g., executive function and pro-
cessing speed) and their association with the SDCD test in future
studies.

The ROC curve for the SDCD score indicated that the SDCD test
identified cognitive impairment with a high degree of accuracy.
Previous studies have reported that some picture-based memory
tests can reliably detect dementia.'®~2° These studies support the
results of the present study. Moreover, the SDCD test is able to
detect dementia in less time compared to other tests studied pre-
viously. Picture-based memory tests have some advantages over
verbal memory tests. First, pictures are remembered better than
words, a phenomenon known as the “picture superiority effect”.?!
Previous studies showed that superiority of memory for pictorial
material was often applied as a mnemonic aid for older adult-
5.2223_ENREF_17. Second, picture-based memory tests are not
limited by the patient's level of education. Some verbal memory
tests cannot be used for a population that has a low level of edu-
cation.'”” Most of the verbal-based screening measures have not
been validated in people with low education levels or illiterate
individuals,”*?> and it has been shown in previous studies that a
low level of education can result in cognitively unimpaired people
screening positive for dementia.’* Furthermore, the SDCD test
takes only approximately 2 minutes to assess short-term memory
and attention functioning, in addition to its abovementioned
merits. In the present study, the participants took approximately 10
minutes and approximately 5 minutes to complete the MMSE and
the SPMT, respectively. The SDCD test appears as an easy game for
patients, because of the simplicity of the differences, but it is
actually quite a difficult cognitive task. It is possible that this
characteristic makes the SDCD test fun for the participants to
complete, thereby making its widespread use possible. Thus, we
believe that the SDCD test can be used to identify cognitive

impairment in older adults in a clinical or community-based
setting.

The present study has several limitations. First, although we
assessed global cognitive and memory functions with the MMSE
and the SPMT, other cognitive functions, such as executive func-
tions and processing speed, were not assessed in this study. We
need to assess these cognitive functions and investigate their as-
sociation with the SDCD test in future studies. Second, participants
in the present study were community-dwelling older adults who
had not received a diagnosis of dementia or MCI, and we did not
confirm the test—retest reliability for older adults with dementia or
MCL In the future, we need to include older adults diagnosed with
dementia to ascertain whether the SDCD test can discriminate
between normal cognitive function and MCI in older adults.

5. Conclusion

We developed a new type of short-term memory and attention
test that uses a spot-the-difference task for the identification of
cognitive impairment. The present study indicates that the SDCD
test can be an effective clinical tool for the identification of cogni-
tive impairment in older adults.
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Children with flat feet have weaker toe grip
strength than those having a normal arch
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Abstract.

[Purpose] This study investigated the relationship between toe grip strength and foot posture in chil-

dren. [Subjects and Methods] A total of 619 children participated in this study. The foot posture of the participants
was measured using a foot printer and toe grip strength was measured using a toe grip dynamometer. Children
were classified into 3 groups; flatfoot, normal, and high arch, according to Staheli’s arch index. The differences in
demographic data and toe grip strength among each foot posture group were analyzed by analysis of variance. Ad-
ditionally, toe grip strength differences were analyzed by analysis of covariance, adjusted to body mass index, age,
and gender. [Results] The number of participants classified as flatfoot, normal, and high arch were 110 (17.8%), 468
(75.6%), and 41 (6.6%), respectively. The toe grip strength of flatfoot children was significantly lower than in normal
children, as shown by both analysis of variance and analysis of covariance. [Conclusion] A significant difference
was detected in toe grip strength between the low arch and normal foot groups. Therefore, it is suggested that train-
ing to increase toe grip strength during childhood may prevent the formation of flat feet or help in the development

of arch.
Key words: Flatfoot, Toe grip strength, Children

(This article was submitted Jul. 14, 2015, and was accepted Aug. 19, 2015)

INTRODUCTION

Foot misalignment (flatfoot and high arch) is one of the
common orthopedic issues in pediatric health' and it
causes many injuries in the foot, knee, and lower back3).
Almost all children are born with flatfoot and normal foot
posture develops during the first decade of life® 7). However,
some children have misaligned feet even after10 years of
age. An estimated 19.1% of children, aged 10-13 years,
have flatfoot®. The incidence of high-arched foot is re-
portedly 14.6-25.8% 19, If normal foot posture does not
develop created during the elementary school period, foot
misalignment continues to during adolescence and into
adulthood. Therefore, development of normal foot posture
during childhood is important.

Flatfoot and high arch are caused by many factors such as
neurological disorders, congenital conditions, and structural

*Corresponding author. Yuto Tashiro (E-mail: tashiro.
yuto.53c@st.kyoto-u.ac.jp)

©2015 The Society of Physical Therapy Science. Published by IPEC Inc.
This is an open-access article distributed under the terms of the Cre-
ative Commons Attribution Non-Commercial No Derivatives (by-nc-
nd) License <http://creativecommons.org/licenses/by-nc-nd/3.0/>.

anomalies'> 3. However, flatfoot and high arch can also be
found in otherwise healthy individuals, and in the absence of
injury, they can be caused by structural issues such as liga-
ment tension and muscle strength!> 3, Ligament laxity typi-
cally improves as bones lengthen with age, and the majority
of children develop an arch in the first decade of life'V. In
early childhood, the intrinsic and extrinsic foot muscles are
usually strengthened through walking and running. How-
ever, if the intrinsic and extrinsic foot muscles are not used
enough in early childhood, they remain weak. Therefore,
improving muscle strength in the foot is one method of treat-
ing foot misalignment.

Recently it was revealed that toe grip strength is related to
foot posture. Toe grip strength is the strength of the toe flexor
muscles, such as the flexor hallucis longus and flexor digi-
torum longus. These muscles are related to the creation of
the foot arch. Hashimoto et al.’s study revealed that toe grip
strength training can increase the foot arch in adolescents'?.
Toe grip strength is related to foot posture in adolescents'?.
However, it is not known if the same relationship between
toe grip strength and foot posture is present in children. The
authors hypothesized that there was a relationship between
toe grip strength and foot posture in children. The demon-
stration of a relationship between foot posture and toe grip
strength would highlight the importance of toe grip strength
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in creation normal foot posture during childhood. Therefore,
the authors investigated the relationship between toe grip
strength and foot posture in this study.

SUBJECTS AND METHODS

A total of 619 children (boys, n = 311, age = 11.2 £
0.7 years; girls,n=308, age=11.3+0.7 years; age expressed
as mean = SD) participated in this study. Signed consent was
obtained from the principals of five elementary schools in
Nara Prefecture in Japan for inclusion of their schools in the
study. Demographic data were collected from the returned
consent forms, as were the inclusion (age 10—12 years) and
exclusion (no history of foot surgery or congenital disorders)
criteria. The purpose and methods of the current study were
explained to the participants and elementary school teachers
in detail in a verbal statement and document. The local ethics
committee approved the study (H26-6).

Foot posture was measured using a foot printer (Bauer-
feind Co. LTD, Germany). A static footprint was obtained
as each child stood barefoot on the foot printer, with weight
normally distributed between both feet. The dominant foot
was identified as that preferred for kicking a ball and we
used the posture of the dominant foot in the analysis. Chil-
dren stood with their feet shoulder width apart and placed
their foot at whatever angle they preferred. The width of the
foot at the arch and the width of the heel were measured.
The arch index for each foot was calculated by dividing the
former number by the latter, as described by Staheli et al'®).

Toe grip strength was measured using a T.K.K.3362 toe-
grip dynamometer (Takei Scientific Instruments, Niigata,
Japan) (Fig. 1). The protocol for measuring toe grip strength
was as described in the studies by Uritani et al'> 1), Partici-
pants sat upright on a chair without leaning on the backrest
throughout the toe grip strength measurements. Both of the
hips and knees were flexed at about 90° and the ankles were
placed in a neutral position and fixed with a strap. The first
proximal phalanx was positioned at the grip bar, and the heel
stopper was adjusted to fit the heel of each participant. The
bar was then gripped with the toes using maximal effort,
for about 3 seconds. Toe grip strength of the dominant foot
was measured twice. The maximum strength from the two
measurements was recorded.

At first, participants were classified into flatfoot, normal,
and high arch categories, based on the arch index, as mea-
sured by their footprint. An arch index value between 0.44
and 0.89 was defined as a normal foot, an index <0.44 was
classified as a high arch, and an index, >0.89 was classified
as a low arch'¥. Differences in age, body mass index (BMI),
toe grip strength, and gender between the three groups were
examined using analysis of variance (ANOVA) and a ? test.
Differences in toe grip strength among the 3 groups were
examined using analysis of covariance (ANCOVA) adjusted
for age, BMI and gender. When a significant effect was
found, differences were determined using the Turkey-Kram-
er post-hoc test for ANOVA, and the Bonferroni post-hoc
test for ANCOVA. Statistical analysis were carried out using
the SPSS version 20.0 software package (SPSS, Chicago,
IL, USA), with a p value < 0.05 accepted as significant.

Fig. 1. T.K.K.3362 toe-grip dynamom-
eter

RESULTS

Table 1 shows the characteristics of the participants. The
ANOVA results showed that there was a significant differ-
ence in toe grip strength among the 3 groups (p <0.01). The
values for toe grip strength were 11.0 + 3.9 kg in flatfoot,
12.6 4.1 kg in normal, and 11.4 &+ 3.6 in high arch (Table 2).
The toe grip strength of the low arch group was significantly
lower than the normal group (p <0.01) and that there was no
significant difference between the high arch group and other
groups. In addition, ANCOVA showed a significant differ-
ence in toe grip strength among the 3 groups when adjusted
for age, BMI, and gender (F =5.22, p=0.01). Post-hoc tests
indicated that the toe grip strength of the low arch group was
significantly lower than in the normal group (p <0.01).

DISCUSSION

Our study revealed that toe grip strength was related to
foot posture in children and that the toe grip strength of the
flatfoot group was weaker than that of the normal group.
However, there was no significant difference between high
arch group and the other groups. In addition, toe grip strength
was related to foot posture after adjustment for BMI, age,
and gender.

Foot posture of children is related to BMI, age, and gen-
der!”- 18, however in this study toe grip strength was related
to foot posture, when measurements were adjusted for these
factors. Moreover, muscle strength and physique differ with
age and gender as children go through their growth period!?,
as does the prevalence of flatfoot'”). Foot posture in children
is flexible, so the foot arch can easily be decreased by the
body weight load. Evan found that foot posture was not
related to weight in children?”; nevertheless, many other
studies have identified a correlation between BMI and foot
posture!”-18:21,22) Pfeiffer et al.’s study revealed that flatfoot
was present in 62% of obese, 51% in overweight, and 42%
of young children with normal body weight!”). In the present
study, toe grip strength was related to foot posture adjusted
for BMI, age, and gender.

Two possible explanations for the relationship between
toe grip strength and foot posture are proposed here. First,
toe flexor muscles lift up the navicular and make a medial
longitudinal arch. Toe grip strength comes from the toe flexor
muscles, such as the flexor hallucis longus and flexor digito-
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Table 1. Subject characteristics by foot posture group
All subjects (N = 619)

Flatfoot (n = 110) SD Normal (n = 468) SD  Higharch(n=41) SD
Age (yrs) 11.1 0.8 11.3 0.7 11.1 0.7
BMI (kg/m?) 17.9 3.0 17.4 2.6 16.8 2.3
Gender (n boy / %) 66/60.0 225/48.1 20/48.8
The parameters above were analyzed by ANOVA and y? test, * p < 0.05
There were no significant differences between any of these parameters between groups

Table 2. Toe grip strength differences by foot posture group
All subjects (N = 619)
Flatfoot (n = 110) SD Normal (n = 468) SD  High arch (n=41) SD  Post-hoc
Toe grip strength (kg) *f 11.0 3.9 12.6 4.1 114 3.6 a

3significant differences between flatfoot and normal
*analyzed for ANOVA (p < 0.01, post-hoc; a)

fadjusted for subject age, BMI and gender (ANACOVA) (p = 0.01, post-hoc; a)

rum longus, and these muscles pass under the navicular. The
navicular height is the index of the longitudinal medial arch
and by definition, flatfoot children have a diminished or ab-
sent longitudinal medial arch. Osseous structures, ligaments,
tendons, and muscles create navicular height?> 2%, and toe
grip strength is one of the factors in creating the foot arch.
This is supported by Hashimoto’s study, which revealed that
toe grip strength training increases the foot arch height in
adolescents!?). Therefore, toe grip strength is related to foot
arch, and toe grip strength is different between flatfoot and
normal children.

Second, toe flexor muscles are stretched in flatfoot
children, so the muscles cannot contract with maximal
strength. Muscles contraction strength exhibits a length-
tension relationship?>27), where optimal contraction occurs
when the muscle is at the appropriate length and not overly
stretched or compressed. In our study, toe grip strength of
flatfoot children was lower than that of normal children.
When the foot arch is low, toe flexor muscles are stretched.
Therefore, toe flexor muscle cannot contract at maximum
strength. Conversely, toe flexor muscles are looser in high
arch children. However, subjects who had severe high arch
due to neurological disorders were excluded from our study,
and no significant differences were seen between the high
arch group and the other groups. This is the second reason
why toe grip strength of low arch feet was low.

The present study revealed that there was a significant
difference in toe grip strength between flatfoot and normal
children. A recent systematic review of current research
demonstrated that there is very limited evidence for the effi-
cacy of nonsurgical interventions in children with flatfoot?®).
Usually, a shoe or insole is used to treat symptomatic flatfoot
in children. However, these treatments cannot permanently
correct foot alignment!- 29). Flatfoot in children is caused
by ligament laxity or foot muscle weakness, and ligament
laxity is not changeable after foot posture develops. How-
ever, muscle strength is changeable, so increasing toe grip
strength has the possibility to improve flatfoot. This idea is
supported by the present study, which reveals that toe grip

strength is related to foot posture in children. Therefore,
training to increase toe grip strength during childhood may
prevent flatfoot and improve foot posture.

There were several limitations in the present study. First,
this study was a cross-sectional design, so the relationship
between cause and effect is unknown. Therefore, further
research is needed to reveal whether correlated change in
grip strength and foot posture can be seen with individu-
als. Second, foot postures were measured using only a foot
printer. The foot is a complex structure, so more detailed
measurements of foot posture should be evaluated. Third,
foot posture is related to genetics and ethnicity, but these
factors were not considered. Despite these limitations, the
findings from the present study provide valuable information
and illustrate the importance of toe grip strength.
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Abstract

Objective: To determine the association between pregnancy-related discomforts and pre-pregnancy body mass
index in a longitudinal study.

Methods: The study included 355 pregnant women (age, 31.1 £ 4.1 years). Participants were divided into three
groups according to their pre-pregnancy body mass index: the low body mass index group, normal body mass index
group, and high body mass index group. The occurrence of pregnancy-related discomforts during the second and
third trimesters was investigated. Binomial logistic regression analysis was used to examine the association between
pre-pregnancy body mass index and pregnancy-related discomforts experienced during the last two trimesters.

Results: The occurrence of most pregnancy-related discomforts increased in the third trimester, while that of
constipation and shoulder stiffness or headache decreased. Based on logistic regression analysis, pre-pregnancy
body mass index was significantly associated with various discomforts. The occurrence of hip joint or pubis pain
(odds ratio/95% confidence interval = 2.38/1.14—-4.95) during the second trimester, and sleeping difficulty
(2.00/1.09-3.67), hand or finger stiffness (3.00/1.36—6.45), leg cramps (2.29/1.32-3.98), low back pain (2.20/1.29—
3.75), hip joint or pubis pain (2.14/1.23-3.73), and shoulder stiffness or headache (2.01/1.06—3.82) during the third
trimester was significantly higher in the high body mass index group than in the normal body mass index group. The
low body mass index group exhibited a significantly a higher occurrence of shoulder stiffness or headache
(2.84/1.35-5.96) during the second trimester and constipation (2.28/1.08—4.82) during the third trimester than the
normal body mass index group.

Conclusion: The occurrence of discomforts decreased or increased during pregnancy. Furthermore, both pre-
pregnancy high and low body mass index represent important risk factors for many pregnancy-related discomforts,
compared with a pre-pregnancy normal body mass index.

Keywords: Health promotion; Pregnancy; Pregnancy-related themselves and on the developing fetus [8,9]. Therefore, a longitudinal

discomforts; Pre-Pregnancy BMI; Prevention study is necessary to collect information on the prevalence of
discomforts through the stages of pregnancy. Such information will
Introduction increase the knowledge of the measures that can be taken to protect

women from pregnancy-related discomfort and will be essential to
prevent their onset.

Methods

Before pregnancy, it is important for women to maintain an
appropriate body mass index (BMI) to avoid hormone imbalance and
its negative impact on fertility [10]. Furthermore, some research
indicates that the pre-pregnancy BMI is a predicting factor for
conditions such as gestational diabetes, and thus for adverse
pregnancy outcomes [11,12]. Pre-pregnancy obesity may also be a
modifiable risk factor for intellectual disability in children [13]. On the
other hand, women with pre-pregnancy low weight are at an increased
risk of intrauterine growth restriction, perineal tears, preterm birth
(spontaneous and induced), and low birth weight [14,15]. These
results suggest that both pre-pregnancy high and low BMI negatively

Anatomical, physiological, hormonal, and psychological changes
occur in woman during pregnancy [1,2], causing a variety of
discomforts such as low back pain, ligament pain, fatigue, and
headache [3]. These pregnancy-related discomforts negatively impact
mother and child health and affect the quality of life and limit the daily
activities of mothers [4,5]. Despite a number of researchers
investigating the management of pregnancy-related discomforts [6,7],
there are several limitations to the treatments available during
pregnancy. For example, non-prescribed medicines are usually
unsuitable because of their adverse effects on pregnant women
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affect the progress of the pregnancy. Information about the occurrence
of discomforts at each gestational period is necessary for their
prevention. Moreover, a normal BMI before pregnancy promotes an
uneventful progress through pregnancy. However, to date, very few
studies have been conducted on the association between pre-
pregnancy BMI and pregnancy-related discomforts. Accordingly, we
conducted a longitudinal study aimed to identify pregnancy-related
discomforts throughout pregnancy and to identify possible
associations between these discomforts and the pre-pregnancy BML

Settings

We collected information from 355 women (age, 31.1 + 4.1 years) at
the obstetrics and gynecology clinics in the Aichi Prefecture, Japan,
between 2009 and 2013. When the pregnant women visited the clinic
for their periodic health examination, the information was collected by
the hospital staff such as nurses. The inclusion criteria for the survey
were the lack of serious orthopedic disorders, neurological diseases,
and high-risk pregnancy. At the first medical examination, we
recorded the personal information (age and BMI before pregnancy) of
each participant by using a questionnaire.

Questionnaire about Pregnancy-Related Discomforts

The subjects of this study were asked to complete a questionnaire
during the second trimester (22.4 + 2.1 weeks of gestation) and third
trimester (33.7 + 2.1 weeks of gestation). We used the Medical Check
Sheet to track pregnancy-related discomforts during gestation. The
sheet, developed by the Japan Maternity Fitness Association, is a self-
entry questionnaire for the management of physical conditions, to be
completed before exercise. Questions were related to the expected date
of birth, weeks of gestation, blood pressure, and 10 different
pregnancy-related discomforts (i.e., sleeping difficulty, constipation,
hand or finger stiffness, swelling, leg cramps, low back pain, hip joint
or pubis pain, shoulder stiffness or headache, rib pain, and anorexia or
heartburn), reported to commonly occur and to have an adverse effect
on pregnancy. If the participants had felt discomfort due to any of the
items on the list, those items were checked.

Ethical Considerations

After the purpose of the study had been explained, written
informed consent was obtained from each participant in accordance
with the guidelines approved by the Kyoto University Graduate School
of Medicine and the Declaration of Human Rights, Helsinki, 1975. The
protocol was approved by the Ethics Committee of Kyoto University
Graduate School of Medicine (protocol approval E-2110).

Statistical Analyses

Participants were divided into three groups (low BMI group,
normal BMI group, and high BMI group) according to their pre-
pregnancy BMI (<18 kg/m?, 218 kg/m?, and <22 kg/m? or 222 kg/m?,
respectively). We statistically calculated the differences in age between
these three groups using analysis of variance. Based on the Medical
Check Sheet completed during the second and third trimester, we
determined the occurrence of each symptom during the second and
third trimesters and analyzed this using descriptive statistics. Binomial
logistic regression analysis was used to examine the association
between each discomfort and the pre-pregnancy BMI for each
trimester. We referred to discomforts as the dependent variables, to
low and high BMI groups as the independent variables (with the

normal BMI group as reference), and to age as the adjustment variable.
Data were entered and analyzed using the Statistical Package for the
Social Sciences (Windows version 20.0; SPSS Inc., Chicago, IL, USA).
For all analyses, p<0.05 was considered statistically significant.

Result

Information on 355 women (pre-pregnancy BMI= 20.3+2.1 kg/m?)
who met the inclusion criteria was collected. We assigned 37 women
to the low BMI group (BMI= 17.4£0.6 kg/m2), 246 women to the
normal BMI group (BMI= 19.8 + 1.0 kg/m2), and 72 women to the
high BMI group (BMI= 23.5+1.8 kg/m?). There were no significant
differences between the three groups (low, normal, and high BMI
groups) in age (30.4 + 4.2 years, 31.2 + 4.0 years, and 31.2 + 4.2 years,
respectively).

The occurrence of most of the pregnancy-related discomforts
analyzed increased from the second to third trimester, in contrast to
that of constipation and shoulder stiffness or headache that showed a
decrease (Figure 1).
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Figure 1: The prevalence of pregnancy-related discomforts during
second and third trimester.
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Multivariate analysis revealed that pre-pregnancy BMI was
significantly associated with some of the discomforts during
pregnancy (Table 1). The occurrence of hip joint or pubis pain (odds
ratio/95% confidence interval=2.38/1.14-4.95) during the second
trimester, and sleeping difficulty (2.00/1.09-3.67), hand or finger
stiffness (3.00/1.36-6.45), leg cramps (2.29/1.32-3.98), low back pain
(2.20/1.29-3.75), hip joint or pubis pain (2.14/1.23-3.73), and
shoulder stiffness or headache (2.01/1.06-3.82) during the third
trimester was significantly higher in the high BMI group than in the
normal BMI group (p<0.05). The occurrence of shoulder stiffness or
headache (2.84/1.35-5.96) during the second trimester, and
constipation (2.28/1.08-4.82) during the third trimester was
significantly higher in the low BMI group than in the normal BMI
group (p < 0.05). No significant differences were observed in swelling,
rib pain, and anorexia or heartburn.

Discussion

We analyzed the changes in the occurrence of pregnancy-related
discomforts throughout pregnancy and whether their occurrence was
significantly associated with pre-pregnancy BMI. We observed a
different trend in the occurrence of the pregnancy-related discomforts
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analyzed; in fact, while some of them tended to decrease, others
appeared to increase during pregnancy progression. Furthermore, we
found that both low and high BMI before pregnancy represent

important risk factors for many pregnancy-related discomforts,
compared with normal BMI.

second trimester second trimester
Discomforts BMI group Odds ratio 95%Cl Odds ratio 95% CI
sleeping difficulty low BMI 1.13 g 1.32 ~
normal BMI 1[reference] 0.32-4.01 1[reference] 0.57-3.11
high BMI 1.15 0.44-3.02 2.00* 1.09-3.67
constipation low BMI 1.92 2.28*
normal BMI 1[reference] 0.95-3.91 1[reference] 1.80-4.82
high BMI 1.13 0.64-2.00 1.38 0.74-2.56
hand or finger | low BMI 0.6 1.61
stiffness normal BMI 1[reference] 0.08-4.81 1[reference] 0.74-2.09
high BMI 0.93 0.25-3.43 2.97* 1.36-6.45
swelling low BMI 0.68 1.25
normal BMI 1[reference] 0.25-1084 1[reference] 0.60-2.58
high BMI 0.51 0.38-1061 1.45 0.84-2.51
leg cramps low BMI 1 11
normal BMI 1[reference] 0..39-2.55 1[reference] 0.50-2.40
high BMI 1.14 0.57-2.26 2.29* 1.32-3.98
low back pain low BMI 1.15 1.98
normal BMI 1[reference] 0.54-2.45 1[reference] 0.99-3.98
high BMI 1.74 1.00-3.01 2.20* 1.29-3.75
hip joint or pubis| low BMI 1.27 : 1.95 :
pain normal BMI 1[reference] 0.41-3.94 1[reference] 0.94-4.03
high BMI 2.38* 1.14-4.95 2.14 1.23-3.73
shoulder stiffness or 2.84*
low BMI 1.63
headache normal BMI 1[reference] 1.35-5.96 1[reference] 0.69-3.86
high BMI 1.21 0.63-2.33 214 1.06-3.82
rib pain 0.28-6.31
low BMI 0.83 1.32
normal BMI 1[reference] 0.10-6.86 1[reference] 1.06-3.82
high BMI 0 0 2.14 0.75-6.11
anorexia or 0.95-4.08
heartburn low BMI 1.24 1.97
normal BMI 1[reference] 051-3.03 1[reference] 1.06-3.82
high BMI 1.56 0.81-3.01 1.62 0.92-2.87

Tablel: The influence of pre-pregnancy BMI on pregnancy related discomforts (logistic regression analysis). Note: The analysis for discomforts

was adjusted for age. *: p < 0.05

The occurrence of most pregnancy-related discomforts increased
from the second to third trimester, while the occurrence of
constipation and shoulder stiffness or headache decreased. The
tendency for the occurrence of the two discomforts of current study
was almost equivalent to previous reports. A previous study in the
United States showed that the occurrence of constipation decreased
(26.3% to 15.7%) from the second to the third trimester [16], and in
another cross-sectional study, the occurrence of headache decreased
(44.9% to 37.6%) and that of constipation increased (38.6 to 45.2%)
from the second to the third trimester [3]. Here, we observed a
difference when compared with the previous study of Nazik and
Eryilmaz, where the prevalence of constipation decreased in our study
but increased in that study. However, it is worth noting that ours is a
longitudinal study, and thus, we collected information during each
trimester from the same participants, and that found that some
discomforts might improve during the course of pregnancy. Therefore,

pregnant women should pay attention to constipation and shoulder
stiffness or headache during the early stages of pregnancy, especially
during the second trimester, and of other discomforts thereafter.

We found significant differences in the occurrence of analyzed
discomforts according to pre-pregnancy BMI. The occurrence of hip
joint or pubis pain was higher during the second trimester, and the
occurrence of sleeping difficulty, hand or finger stiffness, leg cramps,
low back pain, hip joint or pubis pain, and shoulder stiffness or
headache during the third trimester was higher in the high BMI group
than in the normal BMI group. These discomforts are related to
changes in the musculoskeletal and cardiovascular systems, common
during pregnancy [17-21]. Overweight exposes the musculoskeletal
system to excessive loads, resulting in conditions such as low back pain
and hand pain (22,23). Overweight might also affect the cardiovascular
system [24,25], leading to leg cramps and hand or finger stiffness.
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Accordingly, discomforts, especially those related to the
musculoskeletal and cardiovascular systems, might occur in the high
BMI group. The occurrence of shoulder stiffness or headache during
the second trimester, and constipation during the third trimester, was
higher in the low BMI group than in the normal BMI group. These
discomforts are related to fluctuations in hormones such as estrogen,
occurring during pregnancy [26,27], and low weight might determine
hormone imbalance, in particular by decreasing the effects of female
hormones [28]. Therefore, pre-pregnancy low BMI might hamper the
hormonal balance and lead to the observed pregnancy-related
discomforts.

In recent years, the occurrence of obesity has increased worldwide
[29],while women, especially young adults, attempt to lose weight
despite being of normal weight or underweight [30,31]. In this respect,
our study showed that both women with high or low pre-pregnancy
BMI have a high risk of pregnancy-related discomforts that not only
affect their quality of life and limit their daily activities, but might also
have a negative impact on their children’s health [4,5]. Hence, our
findings suggest that young women should maintain an appropriate
BMI before getting pregnant, in order to have a good pregnancy
progression.

This study has several limitations. First, we could not obtain
information on some factors that could affect pregnancy-related
discomforts (e.g. living environment, parity, and hormonal
fluctuations during pregnancy). These factors may have affected our
results. Second, we could not investigate the occurrence of additional
discomforts that occur during pregnancy: it is known that more than
30 discomforts might be experienced by pregnant women [3]. In the
future, a similar study investigating various pregnancy-related
discomforts should be conducted, taking into account the different
factors related to the discomforts.

Conclusion

The current study showed that pregnancy-related discomforts have
different trends in occurrence from the second to the third trimester.
Therefore, pregnant women should pay attention to different
discomforts depending on the pregnancy period. Moreover, pre-
pregnancy low or high BMI might be a risk factor for pregnancy-
related discomforts, regardless of age. These findings indicate that
women should maintain an appropriate BMI before pregnancy to
prevent potential discomforts during pregnancy.
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CLINICAL INVESTIGATIONS

A 12-Week Physical and Cognitive Exercise Program Can
Improve Cognitive Function and Neural Efficiency in
Community-Dwelling Older Adults: A Randomized Controlled

Trial

Shu Nishiguchi, PT, MSc, *’ Minoru Yamada, PT, PkD,f Takanori Tanigawa, OT, MSc,*
Kaoru Sekiyama, PhD,® Toshikazu Kawagoe, MSc,” Maki Suzuki, PhD,® Sakiko Yoshikawa, PhD,|!
Nobubito Abe, PhD,!! Yuki Otsuka, PhD, Ryusuke Nakai, PhD, Tomoki Aoyama, MD, PhD,*

and Tadao Tsuboyama, MD, PhD*

OBJECTIVES: To investigate whether a 12-week physical
and cognitive exercise program can improve cognitive
function and brain activation efficiency in community-
dwelling older adults.

DESIGN: Randomized controlled trial.
SETTING: Kyoto, Japan.

PARTICIPANTS: Community-dwelling  older  adults
(N = 48) were randomized into an exercise group (n = 24)
and a control group (n = 24).

INTERVENTION: Exercise group participants received a
weekly dual task—based multimodal exercise class in com-
bination with pedometer-based daily walking exercise dur-
ing the 12-week intervention phase. Control group
participants did not receive any intervention and were
instructed to spend their time as usual during the interven-
tion phase.

MEASUREMENTS: The outcome measures were global
cognitive function, memory function, executive function, and
brain activation (measured using functional magnetic reso-
nance imaging) associated with visual short-term memory.

RESULTS: Exercise group participants had significantly
greater postintervention improvement in memory and
executive functions than the control group (P < .05). In
addition, after the intervention, less activation was found
in several brain regions associated with visual short-term
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memory, including the prefrontal cortex, in the exercise
group (P < .001, uncorrected).

CONCLUSION: A 12-week physical and cognitive exer-
cise program can improve the efficiency of brain activation
during cognitive tasks in older adults, which is associated
with improvements in memory and executive function. J
Am Geriatr Soc 2015.

Key words: cognitive improvement; physical and cogni-
tive exercise program; fMRI; randomized controlled
trial

ementia, which is common in older adults, affecting

5% to 8% of the population aged 65 and older' and
up to 30% of people aged 85 and older,” can drastically
influence daily life; its prevalence is also increasing.
Approximately 48% of people with Alzheimer’s disease
(AD) are estimated to live in Asia, and this percentage is
projected to grow to 59% by 2050.> Dementia, including
AD, is associated with mortality,* so ways to prevent
dementia onset are urgently needed.

Several meta-analyses have found that physical activity
is associated with improvements in cognitive performance
in older adults,”” and cognitive activities reduce the risk
of dementia.® A recent systematic review showed that
combined cognitive and exercise training, including dual-
task (DT) exercises, which involve concurrent cognitive
and motor tasks, can improve cognitive function in older
adults with and without cognitive impairment.” This
review indicated that these interventions were beneficial to
various components of cognitive function in older adults
with healthy cognition,'” mild cognitive impairment
(MCI),'! and AD.!?
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In addition to the effect of multimodal exercise with
physical and DT components on cognitive performance,
recent functional magnetic resonance imaging (fMRI) stud-
ies have provided evidence that physical exercise changes
brain activation. Some studies have reported less brain
activation during memory-related®® or conflict tasks,'*
which suggests that such reduced activation improves neu-
ral efficiency during cognitive tasks, but few studies have
tested whether multimodal exercise affects neural activity,
particularly cortical activation. Therefore, the present
study used a randomized controlled trial combined with
fMRI data from a visual short-term memory task, which
requires frontal lobe function,' to investigate whether a
12-week multimodal exercise program, including physical
and DT components, could improve cognitive function
and the efficiency of brain activation in community-dwell-
ing older adults. It was hypothesized that multimodal exer-
cise would lead to less brain activation in the regions
associated with visual short-term memory, especially the
prefrontal cortex, because of the DT components of the
exercise.

METHODS

Participants

Independently community-living individuals aged 60 and
older who were willing to participate in group exercise
classes for at least 3 months were recruited from the
Kyoto City Silver Human Resources Center, Japan. An
interview was used to exclude individuals with a history of
major psychiatric illness; a serious neurological diagnosis;
or severe cardiac, pulmonary, or musculoskeletal disorders
according to self-report. Individuals with cognitive impair-
ment (Mini-Mental State Examination (MMSE) score
<23)1® and those who showed major abnormalities on
brain MRI scans, such as cerebral infarction or tumor,
were also excluded. The study was conducted in accor-
dance with the guidelines of the Declaration of Helsinki,
and the ethics committee of the Kyoto University Graduate
School of Medicine reviewed and approved the study pro-
tocol. The trial registration number is JMA-ITA00108.

Study Design and Randomization

Randomization via computer-generated random numbers
was performed in blocks of four participants, stratified
according to MMSE score. Participants were randomly
assigned to the exercise intervention group (EG) or the
control group (CG). EG participants received 90 minutes
of group training sessions once per week for 12 weeks and
were assigned a pedometer-based walking exercise. CG
participants did not receive any intervention and were
instructed to spend their time as usual during the interven-
tion phase.

Required Sample Size

A previous study showed that 2 months of combined cog-
nitive and exercise training can improve working memory
in cognitively healthy older adults, with an approximate
effect size of 0.9.'° Considering participants’ cognitive

status and the intervention program used in this study, a
sample size of 21 participants per group would be required
to reach a power of 0.8, with an alpha set at 0.05 and
beta at 0.2. Assuming a dropout rate of 15%, a final sam-
ple size of 24 per group was determined to be required.

Intervention Program

Subjects assigned to the EG received 90 minutes of group
training sessions once a week for 12 weeks and pedome-
ter-based walking exercise assignments supervised by phys-
iotherapists.

Exercise classes followed a standardized format that
included 15 minutes of stretching and moderate-intensity
exercises, 15 minutes of progressive muscle strength train-
ing, and 60 minutes of DT exercise that included three DT
categories.'”>!® The intensity of these exercises was based
on recommendation from the American College of Sports
Medicine and the American Heart Association.'” In the
first category, participants were instructed to perform a
verbal fluency task during short-, fast-step exercises. In the
second category, the supervisor assigned a number to vari-
ous parts of the body (e.g., 1 = right shoulder, 2 = left
shoulder), and participants were instructed to perform
seated or standing step exercises at a tempo of 60 to 120
beats per minute according to the tempo of the accompa-
nying music. During these exercises, the supervisor periodi-
cally stated a number, at which point participants were to
touch the appropriate parts of their own body. In the third
category, participants were instructed to perform standing
step exercises at the same tempo as the second category
exercise and to step in one of four directions indicated ver-
bally by the supervisor (right, forward, back, left). The
intensity and difficulty of the three exercises were gradu-
ally increased over the 12-week period.

During the 12-week intervention phase, the EG
received walking exercises, using a pedometer (Yamax
Power Walker EX-300; Yamasa Tokei Keiki Co., Ltd,
Tokyo, Japan) to measure daily step counts. Participants
were instructed to increase the number of daily steps by
15% each month and to record the number of steps taken
by the end of each day on a calendar. At the end of every
month, a sheet was given to each participant to collect
brief feedback about the month’s exercises and to provide
reminders to record the exercises. The feedback responses
were used to assist in setting the number of daily steps
assigned for the next month. Walking exercise intensity
was not clearly defined. During the first month, EG
participants were instructed to increase their steps by
approximately 15% relative to baseline (100% — 115%).
During the second and third months, they were also
instructed to do so relative to the previous month
(115% — 132.3% — 152.1%). That is, their steps would
have increased by approximately 50% relative to baseline.

Outcome Measures

All participants underwent several evaluations upon entry
into this study (preintervention) and at the end of the
study (postintervention). Evaluations included measure-
ments of daily step counts, clinical tests (physical and cog-
nitive function), and MRI scans. Before the study, one of
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the authors (SN) trained all staff members on how to
obtain the measurements included in the study. Physical
therapists administered the physical function tests, and
occupational therapists administered the cognitive function
tests; therapists were blinded to group allocation.

Measurement of Average Daily Steps

Participants were instructed to wear the pedometer in a
clothing pocket on their dominant leg for 14 consecutive
days except when bathing, sleeping, or performing water-
based activities. The averages of their daily step counts for
14 days were calculated.

Clinical Tests

All participants underwent a 10-m walking test,”’ the
Timed Up and Go test (TUG),>! and the Five Chair to Stand
test (SCS)** to evaluate physical function. In the 10-m
walking test, participants walked at their usual speed over a
distance of 10 m. The time was recorded to yield 10-m
walking speed. In the TUG, participants were instructed to
stand up from a standard chair, walk 3 m and back, and sit
down. The task was timed for speed. In the SCS, partici-
pants were asked to stand up and sit down five times as fast
as possible; the time was recorded. Each of the three tests
was assessed once per participant using a stopwatch.

The MMSE, a standard test in cognitive aging
research used to assess mental status, was administered to
evaluate global cognitive function.'® Modified versions of
the logical memory subtest from the Wechsler Memory
Scale Revised (WMS-R) were used to assess memory.>> In
the logical memory subtest, two short stories are read
aloud to for immediate (LM-I; maximum score 50) and
delayed (after 30 minutes; (LM-II; maximum score 50)
recall. The Trail-Making Test (TMT) was administered as
a test of executive function, divided attention, and cogni-
tive flexibility.>* The test is divided into two parts; Part A
tests visual scanning and includes a numbered connect-the-
dots task, and Part B measures cognitive flexibility with a
more-complex connect-the-dots task that includes alternat-
ing letters and numbers. The time required to complete
each task was recorded, with longer time indicating worse
performance. Data were analyzed using a difference score
between Parts A and B, ATMT, calculated as the differ-
ence between the times taken for each part (Part B-A).>

Image Acquisition

Whole-brain imaging was performed using a MRI scanner
(3.0-Tesla Magnetom Verio, Siemens, Erlangen, Germany).
A T2*-weighted echo planar imaging (EPI) sequence sensi-
tive to blood oxygenation level-dependent contrast with
2,000-ms repetition time (TR), 25-ms echo time (TE), 75°
flip angle, 64 x 64 acquisition matrix, 224-mm field of
view, 3.5 mm? in-plane resolution, and 39 axial slices with
a slice thickness of 3.5 mm was used for functional imag-
ing. A high-resolution structural image was also acquired
using a T1-weighted magnetization-prepared rapid-acquisi-
tion gradient echo pulse sequence (voxel size 1 mm?). Firm
padding was placed around the head of each participant to
restrict head motion. The visual stimuli were projected

onto a screen, and participant responses were collected
using a MRI-compatible response box. The EPI images
were acquired during the visual short-term memory task in
two consecutive rungs (one for face memory and one for
location memory, see below). The first five scans in each
run were discarded to compensate for T1 equilibration
effects.

fMRI Experimental Protocol

During fMRI scanning, based on a previous study,”® par-
ticipants performed the n-back task (n = 1, 0) for the loca-
tion and face stimuli created.”” Only 0- and 1-back tasks
were used in the present study because 2- or 3-back tasks
were thought to be too cognitively demanding for older
adults. Because the memory effort for the 1-back task is
low, the results of the present study should be interpreted
with caution. The visual short-term memory tasks for face
and location were conducted in separate fMRI runs. In the
1-back task, participants were required to monitor a series
of stimuli (single dot location or faces) and to indicate
whether the stimulus was the same as that presented in the
previous trial. In the location 0-back task, participants
were required to monitor a stimulus and to indicate
whether it was located in the center of the screen. In the
face 0-back task, participants were required to indicate the
sex of a face stimulus. In the rest phase, participants were
required to gaze at a fixation cross located in the center of
the screen. The location stimuli were made up of a single
black dot, which was presented in a randomly designated
location. The face stimuli were made up of neutral faces
of young Japanese people (university students), with an
equal number of male and female faces. The stimulus
duration and the interstimulus interval for each task were
each 2 seconds. Each of the three conditions (1- and O-
back tasks and rest) was conducted in separate blocks.
Each block, which had a duration of 32 seconds (8 trials
for 1- and 0-back tasks), was presented four times (a total
of 12 blocks), and there were equal numbers of each con-
dition within the block. For the face and location tasks,
the order of the 12 blocks was counterbalanced across par-
ticipants.

Statistical Analysis for Behavioral Data

Baseline characteristics were compared between the EG
and CG groups using the Student #-test and the chi-square
test. The intervention effects on all outcome measures
except for brain activation were determined using two-way
repeated-measures analyses of variance (ANOVAs) with
group (EG, CG) as a between-subject factor and time (pre-
and postintervention) as a within-subject factor. Data were
entered and analyzed using SPSS Windows version 20.0
(SPSS, Inc., Chicago, IL). For all analyses, P < .05 was
considered statistically significant.

Image Preprocessing and Statistical Analysis for MRI
Data

MRI data were analyzed using Statistical Parametric Map-
ping 8 (Wellcome Department of Imaging Neuroscience,
London, UK). All of the functional images were spatially
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realigned to the first functional image to correct for head
motion. The resulting volumes were normalized to a stan-
dard EPI template based on the Montreal Neurological
Institute reference brain (resampled voxel size 2 mm?).
The normalized images were smoothed using an isotropic
8-mm full-width-at-half-maximum Gaussian kernel. A
high-pass filter of 1/128 Hz was used to remove low-fre-
quency noise, and a first-order autoregressive model was
used to correct temporal autocorrelation.

The fMRI data were analyzed using the blocked design.
Activated voxels in each experimental condition were identi-
fied using a statistical model containing a boxcar function
convolved with a canonical hemodynamic response func-
tion. The experimental conditions consisted of a 1-back
task, a 0-back task, and rest. In addition to analyzing the
face and location conditions, the fMRI data were also ana-
lyzed by combining two tasks to maximize the statistical
power. Linear contrasts were used to obtain participant-spe-
cific estimates for each effect. The brain activation associ-
ated with visual short-term memory was analyzed using the
contrast of the 1- versus 0-back task. These estimates were
then entered into a second-level analysis that treated the par-
ticipant as a random effect. To identify regions in which
brain activation associated with visual short-term memory
increased or decreased after the 12-week intervention, brain
activation before the intervention was compared with that
after intervention in the EG using two-sample #-tests. The
statistical threshold was set at P <.001 (uncorrected for
multiple comparisons, cluster size >10 voxels).

The MarsBaR?® software was also used to extract the
signal changes of regions identified in the analysis
described above. The signal changes were averaged across
all voxels in a given cluster. The group-by-time interac-
tions in the signal changes were determined using two-way
repeated-measures ANOVAs using SPSS.

RESULTS

Overall, 70 participants were screened, 52 (74.3%) of
whom met the inclusion criteria, agreed to participate, and

i . .
Pre- and postintervention assessment
* Interview

* Physical function tests

+ Cognitive function tests

= fMRI scans (visual short-term memory tasks)
2 seconds

Same as the 1 trial previous one?

3 " 1-back task
baadl no | 25€CONGS () eation)
(Left)

2 seconds
Same as the 1 trial previous one?
.
Yes No
(Lert) (Right)
2 seconds

‘Same as the 1 trial previous one?

were enrolled in the study; four of these were removed on
the basis of the exclusion criteria, two with a MMSE score
less than 24, one with apparent brain damage on struc-
tural MRI, and the other with missing fMRI signals, leav-
ing 48 participants to complete the 12-week intervention
phase and the postintervention assessment: 24 in the EG
and 24 in the CG (Figure 1).

The baseline characteristics of both groups were well
matched, and there were no significant differences in any
variables between the groups at baseline, with the excep-
tion of reaction time in the 0-back tasks (Table 1). Twelve
exercise sessions were scheduled during the intervention
phase, and all were performed. Median adherence was
91.7% (25th-75th percentile 83.3-100%) in the EG over
the 12 weeks. Physiotherapists monitored for adverse
events; there were none.

Change in Average Daily Steps

Average daily steps increased in the EG by 54.1% (from
7,266 + 3,001 to 11,189 + 5,823) during the study per-
iod but not in the CG (from 6,269 + 1,885 to
5,692 4+ 1,654). There was a significant group-by-time
interaction (F = 30.2, P <.001; Table 1). Median adher-
ence for recording the step counts was 100% (25th-75th
percentile 99.0-100%) in the EG over the 12 weeks.

Effect of Intervention on Physical and Cognitive
Functions

There were significant group-by-time interactions in physi-
cal function, with EG participants having greater improve-
ments in walking speed (F = 9.37, P = .004) and 5CS time
(F=11.2, P =.002) but not TUG time (Table 1).

There were significant group-by-time interactions in
cognitive function, with EG participants having greater
improvements in memory (WMS-LM [. F=744,
P =.009; WMS-LM II: F = 7.80, P = .008) and executive
(ATMT: F=6.05, P=.018) function. There was no
group-by-time interaction for MMSE score (Figure 2,
Table 1).

Assessed for Eligibility 1
(n=70)

Excluded (n = 18)
+ 18 Refused to participate
Assessed for Eligibility 2
(n=52)

Preintervention assessment I

Excluded (n = 4)

* 2MMSE< 24

1 * 1showed apparent brain damage
on structural MRI

* 1 showed missing fMRI signals

| Randomized (n = 48) l

1-back task
W o | 2 Seconds (Face)
(et
2 seconds

Same as the 1 trial previous one?

Exercise group (n = 24)

- Pedometer-based walking exercise

| Control group (n = 24) |

- Dual-task group exercise |

Yes No
\ et night)

I
| Postintervention assessment |

]
| Postintervention assessment |

e 4 |

24 in postanalysis | |

24 in postanalysis |

Figure 1. Flowchart of distribution of participants throughout the trial. fMRI = functional magnetic resonance imaging;

MMSE = mini mental state examination.
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Table 1. Participant Baseline Characteristics and Outcome Measures Before and After the Intervention

Group x Time

Interaction
Characteristic and Exercise Control Baseline Difference
Outcome Measure Group, n = 24 Group, n = 24 P-Value F-Value P-Value
Age, mean + SD 73.0 + 4.8 735 £+ 5.6 .76
Female, n (%) 11 (45.8) 11 (45.8) >99
Body mass index, kg/m?, mean =+ SD 21.0 + 2.4 212 £ 2.9 .81
Education, years, mean 4 SD 122 +£ 22 13.0 £ 25 .25
Number of medications taken, mean + SD 2.08 + 1.91 213 + 2.2 .94
Physical function, mean 4 SD
Walking speed, m/s
Before 1.33 &+ 0.20 1.28 + 0.14 .32
After 1.40 + 0.19 1.27 + 0.13 9.37 .004
Timed Up and Go Test, seconds
Before 6.79 4+ 1.10 6.47 + 1.23 .34
After 6.54 + 1.02 6.32 + 1.17 0.15 .70
Chair stand test, seconds
Before 7.46 + 1.50 7.55 + 2.06 .87
After 6.88 4+ 1.26 7.85 + 2.14 11.2 .002
Cognitive function, mean + SD
Mini-Mental State Examination range (0-30)
Before 274 + 1.8 279 + 2.0 .36
After 282 + 1.6 27.7 £ 2.3 1.90 A7
Wechsler Memory Scale logical memory subtest
|
Before 17.3 £ 4.5 20.0 + 7.7 14
After 22.0 &£ 5.9 21.3 £ 7.8 7.44 .009
Il
Before 12.8 £ 5.3 149 £ 79 .28
After 18.0 + 6.3 16.3 &+ 8.0 7.80 .008
Change in Trail-Making Test, seconds
Before 43.6 + 26.1 379 + 20.7 A1
After 30.4 + 16.1 41.5 + 30.7 6.05 .02
Daily steps, mean + SD
Before 7,266 + 3,001 6,269 + 1,885 18
After 11,189 + 5,823 5,692 + 1,654 30.2 <.001
Correct responses, mean 4 SD
0-back (face + location), %
Before 96.9 + 3.0 975 + 2.0 42
After 975 + 3.8 98.7 + 2.8 0.31 .58
1-back (face + location), %
Before 90.2 + 9.8 92.9 4+ 5.1 23
After 943 + 4.8 959 + 3.3 0.29 .60
0-back (face), %
Before 97.0 + 25 97.3 + 3.2 .76 0.16 .69
After 97.4 +£ 22 97.3 £ 2.8
1-back (face), %
Before 878 + 114 90.0 +7.0 42 0.44 51
After 943 + 5.8 948 + 45
0-back (location), %
Before 96.9 + 4.2 97.8 + 25 .37 0.05 .83
After 975 + 3.8 98.7 + 2.8
1-back (location), %
Before 92.6 + 9.8 95.8 + 4.7 15 0.04 .84
After 942 + 73 97.0 + 3.4
Reaction time, mean £ SD
0-back (face + location), milliseconds
Before 1,025 &+ 109 1,122 4+ 132 .009 0.68 41
After 942 + 148 1,014 + 126
1-back (face + location), milliseconds
Before 1,181 &+ 213 1,224 4+ 179 44 0.25 .62
After 1,118 &+ 184 1,148 &+ 157
(Continued)
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Table 1 (Contd.)

Group x Time

Interaction
Characteristic and Exercise Control Baseline Difference
Outcome Measure Group, n = 24 Group, n = 24 P-Value F-Value P-Value
0-back (face), milliseconds
Before 1,026 + 93 1,120 + 140 .009 0.90 .35
After 978 + 142 1,037 + 130
1-back (face), milliseconds
Before 1,207 + 235 1,290 + 211 .21 1.13 .29
After 1,155 + 187 1,191 + 175
0-back (location), milliseconds
Before 1,028 + 164 1,125 + 151 .04 0.16 .69
After 908 + 166 991 + 140
1-back (location), milliseconds
Before 1,154 + 220 1,159 + 189 .93 0.34 .56
After 1,081 + 203 1,106 + 163
SD = standard deviation.
A 25 ~ B 20 -
24 - 4
o b o ¥
= 23 A = 18 A
o o
g 227 A 17 -
2al L 2k
= 19 - g 151
2 g » 14
S | S 13 -
; 17
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n 400 - o 280 -
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Exercise group
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Figure 2. Group-by-time interactions in the cognitive functions before and after the intervention. Group mean differences and
standard errors for Wechsler Memory Scale Revised logical memory subtest (WMS-LM) (A) I and (B) II, (C) Trail-Making Test
Part A-B (ATMT), and (D) Mini-Mental State Examination (MMSE). P < .05, * .01.

Effect of Intervention on Brain Activation Associated
with Visual Short-Term Memory

There was no significant group-by-time interaction for
visual short-term memory performance (face, location,
face + location) after the intervention phase (Table 1), per-
haps because of a ceiling effect.

The fMRI analysis showed that decreased brain acti-
vation was associated with each of the face and location

tasks in several brain regions in the EG (Table 2).
Although these results indicate that the exercise interven-
tion might affect different neural networks (depending on
the type of stimuli), these results were not a priori hypoth-
esized, and these results are therefore not further discussed.
After the intervention phase in the EG group, it was found
that none of the regions showed significantly increased
brain activation in association with the face and location
tasks.
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Table 2. Regions Showing Decreased Activation Asso-
ciated with Visual Short-Term Memory After the Inter-
vention

Montreal

Neurological

Institute

Coordinates
Region (Brodmann’s —————— zZ- Cluster

Area) X y z Value Size

1-0 back (face + location)
Left superior frontal -20 48 34 3.84 108
gyrus (9)
Right thalamus 6 —-20 -2 352 51
Right superior frontal 24 60 14 3.46 17
gyrus (10)
1-0 back (face)
Right thalamus 2 —-16 -4 384 35
1-0 back (location)
Left superior temporal -50 10 -8 3.61 29
gyrus (22)
Left parahippocampal -38 -32 -16 3.57 23
gyrus (36)
Right superior temporal 42 6 —-22 342 13
gyrus (38)

P < .001 uncorrected, cluster size >10 voxels.

When combining the data from the two tasks,
decreased brain activation was found to be associated with
visual short-term memory in several brain regions, includ-
ing the bilateral prefrontal cortex in the EG after interven-
tion (Figure 3, Table 2), whereas no region showed
significantly increased brain activation. The effects
observed in the prefrontal cortex did not survive correction

0.

o
=)
B

g
Q
=T
c
[1+]
e 0.08
(%)
©
t =
8
v

Signal change (%)

(=]

Pre Post

for multiple comparisons (P <.001 uncorrected, k > 10
voxels) and should therefore be interpreted with caution.
Nevertheless, the fact that these effects were bilateral and
consistent with a strong a priori hypothesis reduces the
likelihood that they were due to chance. The region of
interest analysis revealed that there were significant group-
by-time interactions in the signal changes in the right
(F=10.8, P =.002) and left (F = 7.71, P = .008) superior
frontal gyri (Figure 3). Although the interaction effect
observed in the right superior frontal gyrus aligned with
the prediction, greater activation during the 0-back task
after the intervention phase drove the interaction in the
left superior frontal gyrus. Therefore, the findings in the
left superior frontal gyrus prevent us from drawing firm
conclusions and should be interpreted cautiously. In the
right superior frontal gyrus, the interaction was also
observed for the face condition (F = 7.71, P = .008) but
not for the location condition (F = 0.77, P = .38). In the
left superior frontal gyrus, the interactions were also
observed for the face (F = 3.52, P = .048) and location
(F=3.81, P=.047) conditions. The region of interest
analyses to test a group-by-time interaction were per-
formed independently of the whole-brain Statistical Para-
metric Mapping subtraction analysis (after vs before
intervention) for the EG. Thus, the analysis successfully
avoided the problems associated with double dipping.*’

DISCUSSION

A 12-week multimodal exercise program with DT and
walking exercises improved memory and executive func-
tion and led to decreased brain activation associated with
short-term memory. These findings suggest that physical
and cognitive exercise may improve the efficiency of brain
function and thereby cognitive performance.

M Exercise
group

H Control
group

Figure 3. Bilateral prefrontal cortex showing decreased activation associated with visual short-term memory after intervention.
The signal changes in these regions showed significant group-by-time interactions. Group mean differences and standard errors

are shown. (A) Right and (B) left superior frontal gyrus. P < *.01.
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Participants in the EG had significant improvements in
memory and executive function as well as physical perfor-
mance. Physical activity alone®” and combined cognitive
and exercise training’ can improve cognitive function in
older adults. The results of this study support and expand
these previous results. The physical and cognitive exercise
program was performed for 12 weeks and involved
changes in cognitive load using DT stimulation. Of previ-
ous studies that used physical and cognitive exercise inter-
ventions for 12 or fewer weeks,'?%3! only one whose
participants exhibited normal cognition'® showed positive
effects on working memory and memory function. Short-
term multimodal exercise with DT training could lead to
cognitive improvement only in cognitively healthy elderly
individuals. In the current study, EG participants per-
formed daily walking exercise in addition to DT training;
they also significantly increased their daily steps over the
12 weeks. Furthermore, there were significant correlations
between percentage change in daily steps and percentage
change in memory function in the EG (WMS-LM II: corre-
lation coefficient = 0.622, P = .001). A previous study also
indicated that physical activity and behavioral intervention
improved memory and global cognitive function in older
adults.®* Because few studies have indicated cognitive
improvements induced by short-term aerobic exercise
alone,>” the positive results in the present study may be
attributed to the addition of walking to everyday life and
DT training.

Despite similar pre- and postintervention task perfor-
mance on the 0- and 1-back task (possibly due to a ceiling
effect), it was found (on fMRI) that decreased brain acti-
vation was associated with short-term memory in the pre-
frontal cortex after the intervention, regardless of the type
of stimulus. This finding can be interpreted as a marker of
improved neural efficiency, given that a smaller amount of
energy (prefrontal activity) was needed to perform the
same amount of work (n-back task) after the intervention.
The logic of neural efficiency (decreased activation at com-
parable performance levels) has been used in several previ-
ous studies in which performance was similar between
groups but activation decreased in the experimental
group.®>** This study hypothesized that multimodal exer-
cise (DT training) would affect the efficiency of neural cir-
cuitry during the short-term memory task. It may have
been that the higher cognitive loads that the DT exercise
required resulted in reduced effort and improved brain
activation during the short-term memory task.

Elderly adults with MCI or at risk of dementia tend to
have greater brain activation than cognitively healthy
elderly adults during interference®*® and memory®” tasks,
likely due to more-extensive, stronger cortical recruitment
in task-related regions.*® The compensation-related use of
neural circuits hypothesis®” assumes greater recruitment of
neural resources at low levels of cognitive load in older
adults than in younger adults, with a loss or reversal in
age-related differences in compensatory mechanisms at
higher levels of load. A similar difficulty-related reversal
would also be observed in cognitively high- and low-risk
older adults. The effect of physical exercise or cognitive
training on task-related brain activation in cognitively
healthy elderly adults has varied according to previous
results.*®*! One study found that DT training led to

decreased activation in the bilateral dorsolateral prefrontal
cortex and the right ventrolateral prefrontal cortex and
increased activation in the left ventrolateral prefrontal cor-
tex.*> Although the results of the current study support the
finding of decreased activation in the bilateral dorsolateral
prefrontal cortex, it may be that the exercise training
affects the asymmetric change of brain activation depend-
ing on the brain regions. Another study also reported that
a multimodal intervention led to increased brain activation
associated with interference tasks in cognitively high-risk
older adults,*® which may indicate that the effects of the
exercise on brain activation differ according to the sub-
ject’s cognitive level and the type of cognitive task. In the
present study, it is likely that the cognitive health of par-
ticipants and the low cognitive load of the fMRI task after
the multimodal exercise were important factors in the
decreased brain activation associated with improved cogni-
tive performance. Further studies are necessary to investi-
gate the effect of similar exercise on brain activation in
elderly individuals with MCI or AD.

There were several limitations to this study. First, this
trial was not double blinded. Second, a follow-up after the
intervention was not arranged, so any longitudinal effects
of the intervention remain unknown. Third, the control
groups were not arranged to have only one component
(physical or cognitive exercise) of the multimodal treat-
ment. It is not known whether one or both components
were necessary for the observed changes. Fourth, the
greater social contact of the EG was not controlled for.
Social engagement is known to affect cognitive function-
ing, and the social engagement in addition to physical
activity may have partially affected the EG.

CONCLUSION

A 12-week physical and cognitive exercise program can
improve the efficiency of brain activation in older adults;
this result is consistent with improvements observed in
memory and executive function. Future studies are needed
to examine the longitudinal effect of the intervention and
whether this program can be used to prevent the onset of
dementia.
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Mail-Based Intervention for Sarcopenia Prevention Increased
Anabolic Hormone and Skeletal Muscle Mass in
Community-Dwelling Japanese Older Adults: The INE
(Intervention by Nutrition and Exercise) Study
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ABSTRACT

Keywords: Objective: The aim of the Intervention by Nutrition and Exercise (INE) study was to investigate the effects
SafCOPe“ia of a mail-based intervention for sarcopenia prevention on muscle mass and anabolic hormones in
frailty community-dwelling older adults.

n’jtli(ilt?fn Design: A cluster-randomized controlled trial.

older adults Setting and Participants: This trial recruited community-dwelling adults aged 65 years and older in Japan.

The 227 participants were cluster randomized into a walking and nutrition (W/N) group (n = 79), a
walking (W) group (n = 71), and a control (C) group (n = 77). We analyzed the physical and biochemical
measurements in this substudy.
Intervention: Six months of mail-based intervention (a pedometer-based walking program and nutri-
tional supplementation).
Measurements: The skeletal muscle mass index (SMI) using the bioelectrical impedance data acquisition
system, biochemical measurements, such as those of insulinlike growth factor (IGF-1), dehydroepian-
drosterone sulfate (DHEA-S), and 25-hydroxy vitamin D (25[OH]D), as well as frailty, were assessed by
the Cardiovascular Health Study criteria.
Results: Participants in the W/N and W groups had significantly greater improvements in SMI, IGF-1, and
25(0OH)D (P < .05) than those in the C group. Participants in the W/N group had significantly greater
improvements in DHEA-S (P < .05) than in the other groups. These effects were more pronounced in frail,
older adults.
Conclusion: These results suggest that the mail-based walking intervention of the remote monitoring
type for sarcopenia prevention can increase anabolic hormone levels and SMI in community-dwelling
older adults, particularly in those who are frail.

© 2015 AMDA — The Society for Post-Acute and Long-Term Care Medicine.

Sarcopenia is the age-dependent loss of skeletal muscle mass.' In
2014, the Asian Working Group for Sarcopenia recommended using
the presence of both low muscle function and low muscle mass to
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diagnose sarcopenia.” Several epidemiologic studies have shown that
sarcopenia is highly prevalent and a serious problem in older
adults># In addition, frailty is strongly associated with sarcopenia.
Frailty is also highly prevalent with advanced age and is considered to
be characterized by an impaired state of health with mortality.”

The mechanism underlying sarcopenia and frailty remains un-
clear. However, it may be related to the age-related loss of skeletal
muscle mass due to multifactorial processes, such as a sedentary life,
malnutrition, and changes in hormone levels.® Additionally, the
age-dependent decrease in anabolic hormones, such as sex hormones
and growth hormones, can result in increased skeletal muscle

- 101 -




2 M. Yamada et al. /| JAMDA xxx (2015) 1-7

breakdown.”® By contrast, age-dependent increases in inflammatory
cytokines, such as tumor necrosis factor alpha and interleukin-6 (IL-
6), may lead to skeletal muscle mass loss.”

A previous study reported that physical exercise can effectively
increase anabolic hormone levels, such as those of testosterone and
insulinlike growth factor (IGF-1). Several studies have also shown
that testosterone is increased by resistance training.'”!" Moreover,
the dehydroepiandrosterone (DHEA) and IGF-1 levels showed a good
correlation.'?

The American College of Sports Medicine (ACSM) Position Stands
indicate that usual walking for older adults corresponds approxi-
mately to high-intensity exercise for younger people.”* Additionally,
older adults exhibited greater activation of leg muscles for usual
walking than young adults.'* Furthermore, the ACSM reports that
exercise with 40% to 50% of 1 repetition maximum for inactive older
adults can improve muscle strength.'” Therefore, it is possible that
continuous walking can improve the muscle function in older adults.
Indeed, body composition may be improved by light-to-moderate-
intensity exercise, such as walking, in older adults.® The
pedometer-based walking program in older adults also showed a
significant increase in physical activity and physical function.'”'s

The combination of physical exercise and nutritional supple-
mentation is more effective in improving body composition and
physical function than physical exercise by itself. Resistance training
and amino acid supplementation, protein, f-hydroxy B-methylbutyric
acid, or vitamin D together can improve muscle mass.'” % In addi-
tion, a more recent study showed that resistance training with a
protein-enriched diet can effectively increase lean tissue mass and
reduce IL-6 in older women.?*

However, sarcopenia is highly prevalent in community-dwelling
older adults (approximately 10%—20%), and there are several limita-
tions in group-intervention programs. Therefore, we have developed
the mail-based walking intervention for sarcopenia prevention
(pedometer-based walking program and nutritional supplementa-
tion). Many older adults can participate in the intervention program at
the same time in this program because it is a remote monitoring type.
The aim of the Intervention by Nutrition and Exercise (INE) study was
to investigate the effects of a mail-based intervention for sarcopenia
prevention on muscle mass and anabolic hormones in community-
dwelling older adults. This intervention of a remote monitoring type
is the combination of a stepwise approach to increase physical activity
and nutritional supplementation. In addition, we examined the rela-
tionship between frailty and trainability for this intervention program.

Methods
Participants

Ine-cho is a small town located in the northern part of Kyoto
prefecture. The population and aging rate in Ine-cho are 2185 and
42%, respectively. Participants were recruited by an advertisement in
the local press and in a poster. The following criteria were used to
screen the participants in an initial interview: aged 65 years and
older, community-dwelling, and able to walk independently (or with
a cane). The exclusion criteria were severe cardiac, pulmonary, dia-
betes, or kidney disease or musculoskeletal disorders; comorbidities
associated with a greater risk of falls, such as Parkinson disease and
stroke; severe cognitive impairment (Mini-Cog <3)?°; and the use of
psychotropic drugs or regular supplementation of amino acids and
vitamin D in the last 12 months. Written informed consent was ob-
tained from each participant in accordance with the guidelines
approved by the Kyoto University Graduate School of Medicine and
the Declaration of Human Rights, Helsinki, 2000. The trial registration
number is JMA-11A00122.

Cluster Randomization

We used a 3-arm, cluster-randomized, controlled trial, and
autonomous communities were randomly assigned to the walking
and nutrition (W/N) group, walking (W) group, and control (C) group.
Eleven autonomous communities were randomly allocated to each
group and 79, 71, and 77 participants were enrolled in the W/N
group, W group, and C group, respectively.

Intervention

Exercise program

Participants randomized to the W/N group and W group received
pedometer-based walking programs for 6 months. A valid, accurate,
and reliable pedometer, the Yamasa EX-300 (Yamasa Tokei Keiki, Ltd,
Tokyo, Japan), was used to measure free-living step counts.”®

We used a stepwise approach to increase physical activity in
which the participants were instructed to increase the number of
daily steps by 10% each month. In addition, the participants walked
with an ankle weight (0.5 kg) at their own discretion. Written activity
logs were averaged monthly to determine whether the participants
were achieving their step goal. The intervention consisted of moti-
vation for walking followed by goal setting, self-monitoring, and
feedback. Participants were asked to record the step counts taken at
the end of each day. A sheet for brief feedback and setting the number
of daily steps was mailed to all of the participants to evaluate the
recorded calendar monthly (Fig. 1).

Nutritional supplementation

Protein and a vitamin D supplement were provided every day for
the participants in the W/N group for 6 months. Protein and the
vitamin D supplement (200 kcal, 10.0 g of protein with branched
chain amino acids 12.5 pg of vitamin D, and 300 mg of calcium
[Resource PemPal Active; Nestle Japan Ltd, Tokyo, Japan]) were pro-
vided for the participants. Participants recorded the dietary supple-
mentation and meal size per day on a calendar. The nutritional
supplement was mailed to all participants monthly. Therefore, both
the exercise and nutritional programs were remotely monitored by
the researcher.

* Participants
«  Walking
+ Nutrition
!

+ Activity log ¥ »«,i“
l o

+ Post mail

400k

Ine-cho

Kyoto prefecture

" Tokyo
Data management center

(Researcher)
« Data entry and analysis
!

?w" ol » Feedback (Post mail)

Fig. 1. Schematic representation of mail-based intervention of the remote monitoring
type for sarcopenia prevention. Participants of the W/N and W groups were instructed
to increase the number of daily steps by 10% each month. Protein and the vitamin D
supplement were provided every day for the participants in the W/N group. Partici-
pants were asked to record the date on the calendar and steps taken at the end of each
day. A sheet for brief feedback and setting the number of daily steps was mailed to all
participants to evaluate the recorded calendar monthly.
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Outcome Measures

Skeletal muscle mass index

A bioelectrical impedance data acquisition system (Inbody 430;
Biospace Co, Ltd, Seoul, Korea) was used to determine bioelectrical
impedance. This system uses electrical current at different frequencies
(5,50, and 250 kHz) to directly measure the amount of extracellular and
intracellular water in the body. Participants stood on 2 metallic elec-
trodes and held metallic grip electrodes. Using segmental body
composition and muscle mass, a value for the appendicular skeletal
muscle mass was determined and used for further analysis. Muscle
mass was converted into the skeletal muscle mass index (SMI) by
dividing by the muscle weight by height squared (kg/m?).

Biochemical measurements

For all participants, the following 3 biomarkers were obtained: IGF-
1, DHEA-S, and 25-hydroxy vitamin D (25[OH|D). Blood samples were
drawn in the morning before physical exercise. The collected serum
was stored at —80°C until the analysis. IGF-1 (ng/mL) was measured by
immunoradiometric assay. Intra- and interassay coefficients of vari-
ance were 2.35% and 3.90%, respectively. DHEA-S (pg/dL) was
measured by chemiluminescence enzyme immunoassay. Intra- and
interassay coefficients of variance were 6.20% and 7.71%, respectively.
Radioimmunoassay was used to measure 25(OH)D levels (ng/mL).
Intra- and interassay coefficients of variance were 6.66% and 10.82%,
respectively. All of the assays were performed in the same laboratory.

Definition of frailty

We defined frailty by the Cardiovascular Health Study criteria®’
with minor modifications by Shimada et al.>®

We assessed weight loss by asking the single “yes or no” question,
“Have you lost 5% or more of your body weight in the past 2 years?”
Weakness was defined as a handgrip strength less than 26 kg in men
and less than 18 kg in women. In the handgrip strength test, partic-
ipants used a handheld dynamometer with the arm by the side of the
body. The participant squeezed the dynamometer with the dominant
hand using maximum isometric effort. No other body movement was
allowed. The handgrip strength score was defined as the better per-
formance of 2 trials. We assessed exhaustion by asking the single “yes
or no” question, “Do you feel full of energy?” Slowness was defined as
a usual walking speed less than 1.0 m/s identified in participants with
a low physical performance. In the walking speed test, participants
were asked to walk 11 m at a comfortable pace. A stopwatch was used
to record the time required to reach the 5-m point (marked in the
course). The time recorded in the 2 trials was averaged to obtain the
data for the present analyses. We assessed low physical activity by
the following 2 questions: “Do you engage in moderate levels of
physical exercise or sports aimed at health?” and “Do you engage in
low levels of physical exercise aimed at health?” Low physical activity
was defined if the responses to these 2 questions were “no.”

Required sample size

Several previous studies showed that the effect size for
physical exercise with nutritional supplementation on the skeletal
muscle mass was approximately 0.65. Therefore, we designed the ef-
fect size of the current study to detect 0.65. With a significance level of
0.017 (0.05/3), a power of 80%, and an effect size of 0.65, 69 partici-
pants were needed in 3 groups. Accounting for a potential 10% attrition
rate, a total of 228 participants were targeted for this study, a number
that was sufficiently large to detect statistically significant differences.

19-23

Statistical Analysis

One-way analysis of variance (ANOVA) and post hoc test were
used to test any differences in baseline measures between groups,

and %2 test was performed on categorical variables. Bonferroni-
adjusted t test was used to assess which group differed significantly
from the others.

The effect of each intervention on outcome measurements was
analyzed using a mixed 3 x 2 (group (W/N, W, and C group) x time
(pretraining, posttraining) ANOVA. In addition, analysis of covariance
(ANCOVA) with the baseline value as a covariate was used to deter-
mine the effect of the intervention on each outcome measure. AN-
OVA was used to test any differences in percentage changes of
outcome measurements between the groups. Bonferroni-adjusted t
test was used to assess which group differed significantly from the
others.

For stratified analysis according to the level of frailty, we divided the
cohort into 2 groups: nonfrail and frail. We compared the trainability in
frailty-stratified and unstratified analyses for each outcome measure.

The data were managed and analyzed using SPSS (Statistical
Package for the Social Sciences, Windows version 21.0; SPSS, Inc,
Chicago, IL). A P value less than .05 was considered to indicate sta-
tistical significance for all analyses.

Results

Overall, 248 people were screened, and 227 (91.5%) who met the
inclusion criteria for the trial and agreed to participate were enrolled
(Figure 2). Most of the participants who were excluded had diabetes
mellitus or severe musculoskeletal disorders. Twenty-one older
adults who were eligible for the study withdrew from their partici-
pation after screening. Of 227 individuals selected for the study, 222
(97.8%) completed the 6-month follow-up, 77 in the W/N group
(97.5%), 70 in the W group (98.6%), and 75 in the C group (97.4%). The
baseline characteristics in the W/N, W, and C groups were compa-
rable and well matched (Table 1). The median relative adherence was
80% (25th—75th percentile, 67%—92%) with nutritional supplemen-
tation; however, all of the participants completed the step count
record during this study. No fall incident or health problems,
including cardiovascular or musculoskeletal complications, occurred
during the study period. A minor problem observed in both inter-
vention groups was muscle aches in the first intervention month. This
was easily managed by adjusting the intervention, and the muscle
aches decreased over the course during the intervention. In both the
W/N and W groups, the average daily steps were increased by 35.7%
(from 4471 + 2370 to 6067 + 2967) and 42.1% (from 3795 4 1913 to
5394 4 2197), respectively (P < .01).

Significant time effects were found for IGF-1, DHEA-S, and 25(0OH)
D (P < .05) (Table 2). The pre- and postintervention group statistics
and Group x Time interactions are shown in Table 2. Significant
differences were observed among the 3 groups for SMI, IGF-1, and
25(0OH)D with significant Group x Time interactions using ANOVA.
Similarly, significant differences were observed among the 3 groups
for SMI and 25(OH)D with significant Group x Time interactions
using ANCOVA. Participants in the W/N and W groups had signifi-
cantly greater improvement in SMI, IGF-1, and 25(0OH)D (P < .05), but
not in the C group (Table 2). Participants in the W/N group had
significantly greater improvements in DHEA-S (P < .05) but not in the
other 2 groups (Table 2).

We next analyzed nonfrail older adults. In this group, we also
found significant time effects for IGF-1, DHEA-S, and 25(OH)D
(P < .05) (Table 2). Significant differences were observed among the 3
groups for IGF-1 and 25(OH)D with significant Group x Time in-
teractions. Participants in the W/N and W groups had significantly
greater improvements in IGF-1 and 25(0OH)D (P < .05) but not in the C
group (Table 2).

We also performed subgroup analysis in frail older adults. In this
subgroup, we found significant time effects for IGF-1 and 25(OH)D
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I Invite (older population, 33 autonomous communities, n=433) |

I

I Assessed for Eligibility (33 autonomous communities, n=248) |

Excluded (n=21)

17 did not meet inclusion criteria
4 refused to participate

Cluster Randomized
(33 autonomous communities, n=227)

Allocated to Ex/S group
(11 autonomous communities)
N=79

Allocated Ex group
(11 autonomous communities)
N=71

Allocated control group
(11 autonomous communities)
N=77

Withdrew (n=2)
1 death
1 admission

Withdrew (n=1)
1 admission

Withdrew (n=2)
1 death
1 admission

|

I 77 in analysis

70 in analysis | I

75 in analysis I

Stratified analysis

[ 46 in non-frail | [ 31infrail | [ 55 in non-frail | [ 15infrail | [ 50 in non-frail | | 25 in frail |

Fig. 2. A flowchart showing the distribution of participants throughout the trial.

(P <.05) (Table 2). Significant differences were observed among the 3
groups for SMI, IGF-1, DHEA-S, and 25(OH)D with significant
Group x Time interactions. Participants in the W/N and W groups had
significantly greater improvements in SMI (P < .05) but not in the C
group (Table 3). Participants in the W/N group had significantly
greater improvements in IGF-1 and 25(0OH)D (P < .05) but not in the
others (Table 3).

Discussion

The 6-month mail-based walking intervention along with nutri-
tional supplementation is an effective means to prevent sarcopenia
in community-dwelling older adults. We have shown that partici-
pants in the W/N and W groups, but not in the C group, showed a

significant increase in SMI, IGF-1, and 25(OH)D. The W/N group
showed the largest increase in DHEA-S among the 3 groups. These
results were more pronounced in frail older adults. These results
suggested that the combination of walking exercise and nutritional
supplementation may be beneficial for community-dwelling older
adults to prevent and treat sarcopenia. In particular, this interven-
tion program was useful for the muscle mass increase in frail older
adults.

In this 6-month mail-based intervention for community-dwelling
older adults, we have shown that the average daily steps were suc-
cessfully increased by 35.7% and 42.1% in the W/N and W groups,
respectively. We showed that the pedometer-based behavioral
change program was very effective for the improvement of average
daily steps. Goal setting and self-monitoring of behavior are crucial
for behavioral change. In this study, pedometers and a record sheet

Table 1
Baseline Characteristics of the Study Participants in Each Group
Walking + Nutrition Walking Control F Value P Value
Mean SD Mean SD Mean SD

Overall n=77 n=70 n=75
Age 76.3 5.9 75.8 52 75.7 6.5 0.38 .687
Height 153.5 8.4 152.8 83 155.1 9.3 2.67 071
Weight 52.6 8.8 53.2 93 55.8 9.9 449 012*a
BMI 223 32 22.7 32 231 2.8 2.08 127
Women, n % 50 64.9% 48 68.6% 44 58.7% 452

Nonfrail n =46 n=>55 n =50
Age 75.2 5.6 75.9 5.1 75.3 6.8 0.32 724
Height 154.4 8.8 152.0 8.7 155.0 9.4 2.58 .078
Weight 53.6 8.9 529 9.5 55.3 9.3 1.52 220
BMI 22.5 2.9 22.8 3.2 229 2.4 0.50 .609
Women, n % 31 67.4% 40 72.7% 29 58.0% 452

Frail n =31 n=15 n=25
Age 78.1 5.7 75.7 5.8 76.4 6.2 1.63 .199
Height 152.2 7.8 155.3 6.2 154.7 9.1 1.52 222
Weight 51.3 8.6 54.5 8.7 55.7 10.1 2.94 .056
BMI 221 3.6 22.6 3.1 23.2 3.2 131 272
Women, n % 19 61.3% 8 53.3% 15 60.0% 452

BMI, body mass index.
*P < .01.
a, W|N group versus C group.
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Table 2

SMI and Serum Biomarkers Before and After the Intervention in the Overall, Frail, and Nonfrail Groups

Pre Post 2-Way ANOVA 2-Way ANCOVA
Time Effect Time x Group Time x Group
Interaction Interaction
Mean SD Mean SD F Value P Value F Value P Value F Value P Value
Overall
SMI
Walking + Nutrition 6.5 0.9 6.4 0.9 0.21 .65 7.75 <.001** 5.98 .015*
Walking 6.5 0.9 6.4 0.9
Control 6.6 0.9 6.7 1.0
IGF-1
Walking + Nutrition 771 243 95.4 32.7 105.73 <.001** 9.16 <.001** 3.13 .078
Walking 71.6 26.7 83.6 29.1
Control 86.7 294 92.7 26.8
DHEA-S
Walking + Nutrition 72.8 474 80.8 453 24.54 <.001** 1.80 .168 1.32 271
Walking 62.2 47.3 71.7 50.5
Control 89.9 55.2 93.1 60.3
25(0H)D
Walking + Nutrition 31.0 10.3 41.0 124 58.35 <.001** 17.89 <.001** 18.33 <.001**
Walking 30.1 9.8 36.7 7.1
Control 335 11.8 333 9.8
Nonfrail
SMI
Walking + Nutrition 6.4 0.9 6.5 0.9 0.82 .367 2.60 .078 239 .095
Walking 6.3 0.8 6.4 0.8
Control 6.7 0.9 6.7 0.9
IGF-1
Walking + Nutrition 80.6 23.2 96.3 27.8 75.59 <.001** 5.30 .006* 3.60 .030*
Walking 70.2 27.0 82.8 294
Control 94.0 30.5 99.4 26.8
DHEA-S
Walking + Nutrition 79.2 48.3 68.7 48.7 24.10 <.001** 0.33 720 0.26 774
Walking 65.0 47.0 56.0 428
Control 100.6 64.2 93.7 58.4
25(0OH)D
Walking + Nutrition 309 11.1 41.2 12.9 43.47 <.001** 11.09 <.001** 1045 <.001**
Walking 30.2 9.8 36.8 7.0
Control 34.6 135 34.8 10.1
Frail
SMI
Walking + Nutrition 6.3 0.9 6.5 0.9 0.10 755 5.15 .008** 4.39 .016*
Walking 6.8 1.0 6.9 12
Control 6.7 1.1 6.4 0.9
IGF-1
Walking + Nutrition 715 254 94.1 40.0 22.09 <.001** 4.56 015** 4.48 .016*
Walking 753 27.0 84.3 29.7
Control 75.7 26.1 81.1 25.1
DHEA-S
Walking + Nutrition 79.7 45.2 83.6 404 292 .093 3.60 .034* 3.76 .030*
Walking 86.2 57.3 97.8 57.1
Control 84.6 51.9 80.6 53.9
25(0OH)D
Walking + Nutrition 31.2 9.2 40.6 11.7 11.38 <.001** 6.39 <.001** 6.83 .002**
Walking 29.2 10.5 36.1 8.0
Control 32.6 7.9 30.8 8.7

*P < .05; **P < .01.

were primarily used as motivational tools, and our behavioral support
seemed to have mainly affected the behavioral change toward
increasing physical activity.

The W/N group showed a significant increase in the serum
DHEA-S and IGF-1 levels. The W group showed a significant in-
crease in the serum IGF-1 levels only, and a tendency for higher
serum DHEA-S levels after intervention. The age-dependent
decrease in anabolic hormones, such as DHEA and IGF-1, may lead
to a loss of skeletal muscle mass.”® However, a recent study sug-
gested that physical activity is associated with the serum IGF-1
level, and physical activity training can effectively increase the
serum IGF-1 level in premenopausal women.?® Several studies have
shown that an exercise training program greatly increases the

serum DHEA levels in older adults.!®'! In addition, the serum IGF-1
and DHEA can be maintained at a high level by long-term training
in older adults.>® The current trial shows that physical activity was
increased in the W/N and W groups. Therefore, the W/N and W
groups, but not the C group, showed a great increase in the IGF-1
and DHEA-S levels.

The W/N group showed the largest increase in 25(OH)D and SMI
among the 3 groups. Several studies have suggested that a low
25(0H) D concentration is associated with lower muscle strength,
reduced physical performance, and increased disability.>! > It has
been shown that vitamin D supplementation may enhance muscle
strength in frail older adults with vitamin D deficiency.>* However,
older adults have a high risk of inadequate protein intake,>® and their
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Table 3
Percentage Changes of Outcome Measurements in the Overall, Frail, and Nonfrail Groups
Walking + Nutrition Walking Control F Value P Value
Mean SD Mean SD Mean SD
Overall n=77 n=70 n=75
Change of SMI 1.88 6.53 1.01 4.56 -1.85 6.90 7.66 <.001** a, b
Change of IGF-1 254 23.7 20.7 252 9.6 18.4 8.03 <.001** a, b
Change of DHEA-S 226 58.3 184 258 54 22.0 3.26 041* a
Change of 25(0H)D 42.0 60.7 31.8 45.5 3.0 24.6 12.50 <.001** a, b
Nonfrail n =46 n=>55 n=>50
Change of SMI 1.02 5.58 1.11 4.24 -0.86 5.72 2.32 102
Change of IGF-1 214 203 22.5 25.5 8.6 171 5.35 006 a, b
Change of DHEA-S 26.6 65.5 18.1 257 8.4 17.8 1.96 145
Change of 25(0OH)D 399 441 320 471 6.1 27.8 735 <.001** a, b
Frail n =31 n=15 n=25
Change of SMI 3.16 7.66 0.64 5.76 —3.87 8.78 5.63 005" a, b
Change of IGF-1 31.8 27.6 14.5 24.8 94 19.8 4.70 013" a
Change of DHEA-S 15.9 442 19.7 273 -0.8 289 1.67 197
Change of 25(0OH)D 452 814 33.6 42.6 -5.6 16.5 4.55 015%a
*P < .05; **P < .01.
a, W/N group versus C group; b, W group versus C group.
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ABSTRACT

Hotta, T, Nishiguchi, S, Fukutani, N, Tashiro, Y, Adachi, D,
Morino, S, Shirooka, H, Nozaki, Y, Hirata, H, Yamaguchi, M, and
Aoyama, T. Functional movement screen for predicting running
injuries in 18- to 24-year-old competitive male runners. J Strength
Cond Res 29(10): 2808-2815, 2015—-The purpose of this study
was to investigate whether the functional movement screen
(FMS) could predict running injuries in competitive runners.
Eighty-four competitive male runners (average age = 20.0 *=
1.1 years) participated. Each subject performed the FMS, which
consisted of 7 movement tests (each score range: 0-3, total
score range: 0-21), during the preseason. The incidence of run-
ning injuries (time lost because of injury = 4 weeks) was inves-
tigated through a follow-up survey during the 6-month season.
Mann-Whitney U-tests were used to investigate which movement
tests were significantly associated with running injuries. The
receiver-operator characteristic (ROC) analysis was used to
determine the cutoff. The mean FMS composite score was
14.1 = 2.8. The ROC analysis determined the cutoff at 14/15
(sensitivity = 0.73, specificity = 0.564), suggesting that the com-
posite score had a low predictability for running injuries. How-
ever, the total scores (0-6) from the deep squat (DS) and active
straight leg raise (ASLR) tests (DS and ASLR), which were sig-
nificant with the U-test, had relatively high predictability at the
cutoff of 3/4 (sensitivity = 0.73, specificity = 0.74). Furthermore,
the multivariate logistic regression analysis revealed that the DS
and ASLR scores of =3 significantly influenced the incidence of
running injuries after adjusting for subjects’ characteristics (odds
ratio = 9.7, 95% confidence interval = 2.1-44.4). Thus, the
current study identified the DS and ASLR score as a more

Address correspondence to Takayuki Hotta, hotta.takayuki36@gmail.com.
29(10)/2808-2815

Journal of Strength and Conditioning Research
© 2015 National Strength and Conditioning Association

2808  Jotnal of Strength and Conditioning Research

effective method than the composite score to screen the risk of
running injuries in competitive male runners.

KeEy WOoRDs

assessment, risk factor

distance runner, screening, dynamic

INTRODUCTION

he functional movement screen (FMS) is a screen-

ing tool for injury risk that assesses the movement

patterns of individuals and evaluates mobility and

stability comprehensively. The FMS consists of 7
component tests; each scored based on the movement pat-
terns within the kinetic chain, asymmetries between the
sides, and compensatory movements. The validity of the
FMS as a predictor of injury risk has been confirmed in
several studies (5,10,11,17). The study by Kiesel et al. (10)
examined the relationship between the FMS and serious
injury in professional football players. They revealed that
professional football players with an FMS score of =14 were
at a greater risk of serious injury than those with higher
scores (10). Other studies reported similar findings in other
groups, such as officer candidates (11,17) and female colle-
giate athletes (5).

Recently, 2 studies investigated normative values of FMS
scores for runners. Loudon et al. (12) reported the normative
value for running athletes and Agresta et al. (1) reported the
value for healthy runners (the mean FMS composite scores
were 13.1 + 1.8 and 15.4 *+ 2.4, respectively). Additionally,
Agresta et al. (1) investigated the association between FMS
scores and injury history. However, no prospective cohort
studies have investigated the association between the FMS
and running injuries. Running injuries are a serious problem
for most runners, especially for competitive runners (8).
Unfortunately, some runners are forced to retire from run-
ning because of serious running injuries. Previous studies
reported some risk factors for running injuries, such as inad-
equate flexibility (24), muscle weakness and imbalance (16),
and deficits in neuromuscular coordination (19). Cook et al.
(6,7) stated that these factors also caused poor movement
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patterns, which were reflected in the lower score of the
FMS. Thus, runners with low FMS scores might have cer-
tain risk factors for running injury and become more prone
to injury. In addition, although Parchmann and McBride (18)
reported that the FMS was not significantly associated with
sprinting, Chapman et al. (4) revealed that a high FMS score
had a positive effect on performance in elite track and field
athletes in the long view. Because athletes with a higher
FMS score rarely suftered from injury, they could practice
continuously and improve their performance. Therefore, we
hypothesized that the FMS could predict running injuries.

The receiver-operator characteristic (ROC) curve is a plot
of the sensitivity vs. 1 — specificity of a screening test; this
analysis is useful in determining the cutoff where the sensi-
tivity and specificity are maximized. In previous studies, the
ROC curve was used to determine the validity of the FMS as
a predictor of injury risk (3,10,17). In addition, a cutoff value
allows determining more easily whether a runner has
a potential injury risk simply based on the FMS scores.
Therefore, the aim of the current study was to determine
the cutoft value and to investigate if the FMS score during
preseason could be used to predict running injuries in young
competitive runners during season.

METHODS

Experimental Approach to the Problem

This study, using a prospective cohort design, investigated
whether preseason FMS scores could predict serious run-
ning injuries during the season in 18- to 24-year-old
competitive male runners. Figure 1 illustrates the process
of this study in the form of a flow chart. The subjects per-
formed the FMS at their college during preseason, February
2014. To minimize the influence of fatigue on performance,
the FMS tests were conducted during the daytime on the
day after a non-training day according to each team’s sched-
ule. No warm-up was included. The testing days added up to
7 days in total. After the FMS test, follow-up surveys were
distributed to the subjects to investigate the incidence of
running injuries during the 6-month season. The follow-up
surveys were conducted twice at the end of May and August
2014 to reduce a recall bias. Statistical analyses were con-
ducted using the data of the returned surveys. The ROC
analysis determined the cutoff, and the logistic regression
analysis determined if the FMS could be used for the pre-
diction of running injuries.

Subjects

A total of 84 competitive male runners volunteered to
participate in the study (mean age =20.0 * 1.1 years, range =
18-24 years, height = 171.6 = 4.5 cm, weight = 57.5 * 4.3 kg).
For inclusion, subjects had to be competitive male runners
belonging to collegiate track and field teams, were injury free
at the time of FMS test in preseason, whose events were
middle or long distance, and whose running experience ex-
ceeded 1 year. The purpose and methods of this study were

Had the FMS in pre-season
(7 teams, 101 runners)

—s Did not return the follow-up

survey

Returned the follow-up survey
(84 rupners)

s Did not fill out the items

completely

Analyzed
(84 rupners)

Injured during the season
(15 runners)

Uninjured during the season
(69 runners)

Figure 1. Flow chart illustrating the process of the study.

explained to the subjects in detail in a verbal statement, and
written informed consent was obtained from the subjects. The
current study did not include athletes under the age of 18
years; thus, parental or guardian consent was not needed. This
study was approved by the Institutional Review Board of
Kyoto University (Approval No. E2023).

Procedures

Before the study, the physical therapists collecting data were
instructed on the FMS evaluation method by an FMS specialist.
The FMS scoring criteria were used as described by Cook et al.
(6,7), and they discussed standardization of the testing.

On testing day, all subjects were questioned about their
characteristics, such as age, height, weight, running experi-
ence, training sessions per week, weekly mileage, personal
best time in their primary event in 2013, and injury history,
by questionnaire. To allow comparison between different
events, performances were normalized to a percentage of
collegiate Japanese record performances (as of March 31,
2013) (4). To assess injury history, we asked the following
question: “Have you ever suffered from musculoskeletal injury
that was so severe that it required medical attention?” (5).
Subsequently, all subjects were briefed on the FMS and were
given a demonstration of the movements. After the demon-
stration, all subjects performed the FMS, which consisted of 7
movement tests to comprehensively assess mobility, stability,
and coordination. The 7 tests were the deep squat (DS), hur-
dle step (HS), in-line lunge (ILL), shoulder mobility (SM),
active straight leg raise (ASLR), trunk stability push-up
(TSPU), and rotary stability (RS) tests. All tests were scored
using standardized scoring criteria (6,7). Each movement test
was scored on a 4-point scale (0-3), and the maximal FMS
score that could be achieved was 21. A score of 3 was
awarded for perfect form, a score of 2 was given for complet-
ing the test with compensations, a score of 1 was awarded for
not completing the test accurately, and a score of 0 was given
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TasLE 1. Interrater reliability for the functional movement screen composite score.*

Bland-Altman plot

Intraclass Fixed bias Proportional bias

correlation

coefficient Presence/ Presence/

(2, 1) 95% ClI 95% ClI absence Test for no correlation absence SEM MDCgys SEP
0.98 0.93-1.00 —0.83to Absence r=-044 p=090 Absence 0.31 087 044

0.43

*Cl = confidence interval; MDC = minimum difference to be considered real; SEP = standard error of prediction.

if the subjects felt any pain during the test. Each test was
performed 3 times, and the highest score was used. Of the 7
tests that comprise the FMS, 5 tests (HS, ILL, SM, ASLR,
and RS) were performed and scored separately for the right
and left sides of the body. For these bilaterally assessed tests,
the lower score was used.

After the FMS test, follow-up surveys were distributed to
all subjects through each team’s manager to investigate the
incidence of running injuries during the 6-month season. If
information was missing in the questionnaires, we asked the
subjects to answer the omitted questions by contacting them
through the team’s managers. For the current study, the
definition of running injury was a musculoskeletal injury that
met the following criteria: (1) the injury occurred as a result
of participating in a practice or race in track and field
(trauma injuries, such as sprains, were excluded) and (2)
the injury was sufficiently severe to prevent participation
for at least 4 weeks; this definition was based on that used
in previous studies (10,17).

TasLE 2. Interrater reliability for each functional
movement screen component test.

Strength of

Test Kappa agreement

Deep squat 1.000 Excellent

Hurdle step 1.000 Excellent

In-line lunge 1.000 Excellent

Shoulder mobility 1.000 Excellent

Active straight leg 0.831 Substantial
raise

Trunk stability push- 0.836 Substantial
up

Rotary stability 1.000 Excellent
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Reliability

Similar to a previous study (12), interrater reliability was as-
sessed in a subgroup of 10 subjects by 2 physical therapists.
Interrater reliability was calculated for the FMS composite
score using the intraclass correlation coefficient (ICC, model
2, 1). On the basis of the reliability coefficients, the standard
error of measurement (SEM = SDX+/1—ICC), the minimum
difference to be considered real (MDC = SEM X1.96X+/2),

and the standard error of prediction (SEP = SDX\/1-ICC?)
were calculated (23). The Bland-Altman analysis was per-
formed to determine whether systematic error was present.
The weighted kappa statistic was used to establish the inter-
rater reliability for each movement test of the FMS.

Statistical Analyses

We divided the subjects into 2 groups with and without
running injuries according to the follow-up survey. Compar-
isons between the 2 groups were made using Student’s ~tests
(for parametric continuous variables), Mann-Whitney
U-tests (for nonparametric continuous variables), or x? tests
(for categorical variables). The short version of the FMS was
calculated from the movement tests that were significant

80

FMS Score
m1 2 03

-3
o

Frequency of Score (%)
B
o

N
15

DS HS ILL SM

ASLR TSPU RS

Figure 2. Distribution of scores for each functional movement screen
(FMS) component test.
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TasLe 3. Comparison of runners with and without running injuries during the season.*

Serious running injury

Variable Without (n = 69) With (n = 15) p

Characteristics
Age (y)+ 20.1 = 1.2 19.6 + 0.9 0.15
Height (cm) 171.3 £ 43 172.7 £ 5.6 0.29
Weight (kg) 57.3 = 4.2 584 = 5.0 0.39
Running experience (y)t 6.9 = 2.2 6.7 = 2.4 0.64
WeeKly training sessions (d-wk™')} 5.9 = 0.6 5.9 = 0.6 0.85
Weekly mileage (km-wk=") 80.9 = 53.8 98.4 = 57.3 0.26
Performance (%) 87.6 = 4.1 88.7 = 3.6 0.34
Injury history, n (%)8 34 (49.3) 8 (563.3) 1.00

FMS
FMS total scoret 144 + 2.2 13.3 + 2.7 0.10
Deep squat} 1.8 + 0.7 1.3 + 0.7 0.01||
Hurdles stepi 21 +0.3 2.0 = 0.0 0.20
In-line lunge: 20 £ 04 1.9 = 0.7 0.26
Shoulder mobilityf 2.6 £ 0.8 25 * 0.6 0.36
Active straight leg raisei 23 £ 0.6 1.6 = 0.5 <0.019
Trunk stability push-upi 20*1.0 25+ 0.8 0.06
Rotary stabilityt 1.6 = 0.5 1.6 = 0.6 0.97

*FMS = functional movement screen.

+Continuous data are expressed as the mean = SD (tested by the student's t-tests).
iNonparametric data are expressed as the mean + SD (tested by the Mann-Whitney U-tests).
§Categorical data are expressed as numbers (percentages) (tested by the x? test).

||lp = 0.05.
fp < 0.01.

according to the U-tests. The ROC curve was calculated by
pairing the FMS score with running injury to determine the
cutoft on the FMS that maximized sensitivity and specificity
according to previous studies (3,5,10,17). In this context, the
FMS can be thought of as a screening test that determines if
a runner is at risk for a running injury. An ROC curve is

(point) k% : p<.01

6

5 T

IS

©
—

DS & ASLR Score

~

Without injury With injury

Figure 3. Comparison of the deep squat and active straight leg raise
(DS and ASLR) scores between groups with and without injury.
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a plot of the sensitivity (true positive) vs. 1 — specificity (false
positive) of a screening test. The area under the curve (AUC)
was calculated based on the ROC curve. The optimal cutoff
was determined based on the Youden index, which consists
of the following formula: Youden index = (sensitivity + spec-
ificity) — 1 (2). Maximizing this index allows finding the
optimal cutoff value. Once the cutoff value was identified,
a 2 X 2 contingency table was created dichotomizing those
with and without injury and those above and below the
cutoff on the FMS. To determine whether a runner, whose
FMS score was below the cutoff, had potential injury risk
during season, the multivariate logistic analysis was adjusted
for each subject’s characteristics, including age, height,
weight, running experience, training sessions per week,
weekly mileage, performance level, and injury history. A
value of p = 0.05 was considered to be statistically significant
for all analyses. All data were analyzed using the Statistical
Package for the Social Sciences version 20.0 (SPSS, Inc,
Chicago, IL, USA).

REsuLTS

In preseason, 101 runners from 7 teams participated in the
FMS, of which 84 returned for the follow-up surveys
(response rate was 83.2%).
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ROC Curve
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00 02 04 05 08 10
1 - Specificity

Figure 4. Receiver-operator characteristic (ROC) curves for functional
movement screen (FMS) composite and deep squat and active straight
leg raise (DS and ASLR) score.

Reliability

Interrater reliability for the FMS composite score is shown
in Table 1. The ICC (2, 1) was 0.98 (95% confidence interval
[CI] = 0.93-1.00), demonstrating excellent reliability, and
the Bland-Altman analysis revealed that there was no sys-
tematic error present (both fixed bias and proportional bias).
Interrater reliability (weighted kappa) for each component
movement test is presented in Table 2 and shows that the
majority of the FMS tests demonstrated a substantial to
excellent agreement. These results were in accordance with
the previous studies (9,15,21) and confirmed the reliability of
the procedure in the current study.

Functional Movement Screen Score Distribution
The mean FMS composite score was 14.2 *+ 2.3 with a range
of 7-18. Of the 84 subjects, 43 (51.2%) scored =14 on the

TasLE 4. 2 X 2 contingency table: functional
movement screen (FMS) composite score X
running injuries.

Running injuries

Without With
FMS composite score < 14 32 11
FMS composite score = 15 37 4
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TaBLE 5. 2 X 2 contingency table: DS and ASLR
score X running injuries.*

Running injuries

Without With
DS and ASLR score = 3 18 11
DS and ASLR score = 4 51 4

*DS = deep squat; ASLR = active straight leg raise.

FMS composite score, indicating that they had a high injury
risk according to Kiesel et al. (10). Among all the subjects, 4
reported pain in the DS and TSPU tests, 3 reported pain in
the SM test, 2 reported pain in the ILL test, and 1 in the HS
and RS tests, which resulted in a score of 0 for these tests.

The distribution of scores for each component movement
test is presented in Figure 2. The SM test was the movement
with the highest frequency of a score of 3 (65.5%). Con-
versely, the RS was the movement with the highest fre-
quency of a score of 1 (34.5%); no subject achieved a score
of 3 on this test. The DS, HS, ILL, and ASLR tests had the
highest frequency of a score of 2 on each test.

Functional Movement Screen Score and Injuries

Among the 84 subjects, 15 (17.9%) experienced running
injuries during the season. The comparisons between groups
with and without running injuries are presented in Table 3.
The mean FMS composite scores were 13.3 = 2.7 and
14.4 = 2.2 for subjects with and without any injury, respec-
tively. Although there was a trend for the injury group to
have a lower score, this difference was not significant (p =
0.07). Of the 7 tests, the scores on the DS and ASLR tests
were significant with the U-test. Using the composite score of
the 2 tests, we calculated a short version of the FMS, which
was named “DS and ASLR” (score range: 0-6). Figure 3
shows the significant difference in the DS and ASLR score
between the injured and the noninjured groups, whose scores
were 2.9 * 1.0 and 4.1 * 1.1, respectively (» < 0.01).

The ROC curves for the FMS composite and DS and
ASLR scores are presented in Figure 4. The cutoff of the
FMS composite score was determined to be 14/15, which
was consistent with a previous study (10). However, the
ROC curve had a relatively low AUC (AUC = 0.65, p =
0.08), and at this point, the sensitivity was 0.73 and the
specificity was 0.46. Subjects were dichotomized into groups
with FMS composite scores =14 and =15, which are pre-
sented in Table 4. Conversely, the ROC curve for the DS and
ASLR score had a relatively high AUC (AUC = 0.79, p =
0.01), and it determined the cutoft to be 3/4 with a sensitivity
of 0.73 and a specificity of 0.74 (Figure 4). Subjects were
again dichotomized into groups with DS and ASLR scores
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TaBLE 6. Influence of the FMS on running injury.*

Univariate Multivariatet
OR 95% ClI p OR 95% CI p
FMS composite score < 14 3.2 0.9-11.0 0.07 3.0 0.8-11.6 0.10
DS and ASLR score = 3 7.8 2.2-27.6 <0.01% 9.7 2.1-44.4 <0.01%

*FMS = functional movement screen; OR = odds ratio; Cl = confidence interval; DS = deep squat; ASLR = active straight leg raise.
tAdjusted for age, height, weight, running experience, weekly training sessions, weekly mileage, performance, and injury history.

ip < 0.01.

=3 and =4, which are presented in Table 5. Among the
subjects with a score of =3, 11 out of 29 had been injured
during the season (injury rate: 37.9%), whereas among the
subjects with a score of =4, 4 out of 55 (injury rate: 7.3%)
had been injured. The logistic regression analysis revealed
similar results presented in Table 6. A score of =14 of the
composite FMS did not significantly influence the incidence
of running injuries (odds ratio [OR] = 3.0, 95% CI = 0.8-
11.6, p = 0.10). However, the same analysis revealed that
a runner with a DS and ASLR score of =3 was significantly
more likely to become injured even when adjusting for
each subject’s characteristics (OR = 9.7, 95% CI = 2.1-
44.4, p < 0.01).

DiscussioN

The purpose of the current study was to investigate whether
the FMS could predict running injuries in competitive male
runners. The study revealed that the cutoff on the FMS was
14/15, which was in accordance with a previous study (10),
but the composite score of =14 had low predictability for
running injuries. In contrast, the current study also revealed
that a DS and ASLR score of =3 during preseason was
a more useful approach for predicting running injuries during
season in 18- to 24-year-old competitive male runners. This
is the first study to investigate the validity of the FMS as
a predictor for running injuries and to establish the short
version of the FMS (DS and ASLR) for screening running
injuries.

The mean FMS composite score for the 18- to 24-year-
old competitive male runners in the current study was
14.1 * 2.3, which is similar to the results of college basket-
ball, volleyball, and soccer athletes in the studies by Warren
et al. (22) and Chorba et al. (5) (mean scores were 14.3 = 2.5
and 14.3 = 1.7, respectively). However, Loudon et al. (12)
reported a mean score of 15.0 = 2.4 for male running ath-
letes, whereas Agresta et al. (1) reported a mean score of
13.1 = 1.7 for healthy male runners. Although their findings
slightly differ from ours, the runners in the current study had
a comparable average performance as other runners. Addi-
tionally, our scores were relatively lower than the mean

composite scores for professional football players (10) and
officer candidates (17) (mean scores were 16.9 = 3.0 and 16.6
+ 1.7, respectively). These differences are expected to occur
because distance running mainly requires cardiorespiratory
endurance and does not involve as much stability and power
as required by football players or officer candidates.

Considering each movement test of the FMS, Figure 2
shows that the subjects performed the best on the SM test,
which required mobility of the shoulder and scapula and tho-
racic spine extension. Because runners need to swing their
arms frequently during running, SM is needed to minimize
the burden from arm swing. However, the subjects performed
the worst in the RS test, which requires multiplane trunk
stability during a combined upper and lower extremity
motion. This result was similar to the results of previous stud-
ies (1,17,20); there were only a few subjects who scored 3 on
the RS test. Thus, these findings suggest that the RS test may
be one of the more difficult tests of the FMS.

The ROC analysis revealed that sensitivity and specificity
were (.73 and 0.74, respectively. Subsequently, the multivar-
iate logistic regression analysis revealed that subjects with
a score of =3 on the DS and ASLR were approximately 10
times more likely to have running injuries than those with
a score =4 after adjusting for each subject’s characteristics.
The relatively strong predictability of running injuries ac-
cording to the DS and ASLR score was attributed to the
following reasons. First, the DS test by itself had a strong
predictability of injuries, which was in accordance with the
result of the study by Butler et al. (3). The DS test assesses
bilateral symmetrical mobility, especially mobility of hips,
ankles, and thoracic spine, and coordination in the close
kinetic chain. Renstrom (19) reported that poor flexibility
and deficit in neuromuscular coordination can cause running
injuries. Additionally, excessive pronation and knee-in dur-
ing testing, which were the causes that decreased the score
on the DS test (6), were also reported to be risk factors for
injury (14). Second, the ASLR test was also found to be
related to running injuries; it assesses active hamstring and
gastric-soleus flexibility while maintaining a stable pelvis.
This finding agreed with the study by Yagi et al. (24), who
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also reported that limited SLR ability increased the injury
risk in high school runners. Additionally, Lysholm and
Wiklander (13) reported that flexibility of the hamstrings
was a risk factor for injury. Consequently, deficits in the
DS and ASLR tests are likely to induce asymmetric or com-
pensatory movement patterns and thus result in running
injuries. Thus, the FMS contains both helpful and less help-
ful movement tests for predicting injury risk in competitive
male runners. The HS test assesses stepping ability, which
requires mobility and stability of the legs and also coordina-
tion. The ILL test requires mobility and stability in the split
stance and also coordination. Although these 2 tests seem to
be relevant for running, they were not significantly associ-
ated with incidence of running injury because most subjects
received a score of 2 (91.7% for HS, 86.9% for ILL). Because
of their ceiling effects, these 2 tests were ineffective in screen-
ing injury risk. As a result, the FMS composite score had low
predictability. For the SM, TSPU, and RS tests, there is no
solid evidence that SM and core stability influence the inci-
dence of running injuries.

There were several limitations in the study. The first is the
definition of injury as a running injury (lost training time = 4
weeks). Although the current study revealed that the DS and
ASLR could predict serious running injuries, it is unclear if it
could successfully screen the risk of nonserious running in-
juries (lost training time < 4 weeks). A second limitation was
the mode of collecting injury data by a self-report question-
naire because of the absence of athletic trainers in all teams.
As a result, relevant details, such as type of injury, were not
collected. A third limitation was that the study was carried
out among 18- to 24-year-old competitive male runners in
Japan. It is unclear whether the results can be extrapolated to
other running populations, such as female, older, or recrea-
tional runners. Therefore, further study is required to ensure
the external validity of the DS and ASLR score for other
runners.

PRACTICAL APPLICATIONS

First, the study provided reliable normative data for FMS
scores among 18- to 24-year-old competitive male runners.
These data can be used as reference values for strength and
conditioning by professional coaches when they need to
assess the injury risk of similar groups using the FMS.
Additionally, the study revealed that a score of =4 or <3
of the DS and ASLR was more useful for predicting running
injuries than the FMS composite score in the 18- to 24-year-
old competitive male runners. This finding is meaningful for
the strength and conditioning professional who supports
a similar group of athletes. First, injury risks can be screened
easily by using the DS and ASLR as it only takes approxi-
mately 5 minutes. This is an advantage because time is often
limited and rather spent on training. Second, it allows the
strength and conditioning professional to prevent serious
problems in younger runners that could result in retiring
from running because of injuries. Timely prediction of injury
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risks allows initiating strategies for preventing injury. For
example, performing hamstring and gastric-soleus stretches
are effective in improving scores on the ASLR (7). As to the
DS test, the strength and conditioning professional or phys-
ical therapist should assess which deficit is limiting influence
on this test before conducting corrective exercises. This is
because the DS test is affected by many variables, such as the
mobility of the hip, ankle, thoracic spine, and shoulder, the
stability of the hip, and coordination (7). The current study
suggests that, by improving scores on the DS and ASLR in
preseason, the incidence of running injuries in 18- to 24-
year-old competitive male runners could be reduced.
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A Preseason Checklist for Predicting Elbow
Injury in Little League Baseball Players

Taiki Yukutake,*" PT, MSc, Masumi Kuwata,* MSc, Minoru Yamada,$ PT, PhD,
and Tomoki Aoyama,’ MD, PhD

Investigation performed at Kyoto University, Kyoto, Japan

Background: Despite pitch count limits, the incidence of Little League elbow is increasing. A risk-evaluation tool capable of
predicting which players are predisposed to throwing injury could potentially prevent injuries.

Purpose: To investigate the effectiveness of a risk factor checklist for predicting elbow injury in Little League baseball players
during 1 season. The hypothesis was that a preseason risk-evaluation checklist could predict which players were predisposed to
elbow injury.

Study Design: Case-control study; Level of evidence, 3.

Methods: A preseason risk-evaluation checklist was distributed to Little League baseball teams in Japan. Six months later, a
follow-up questionnaire was mailed to determine injuries sustained during the season. Logistic regression analysis was performed,
assigning presence or absence of elbow injury during the season as the dependent variable, and an injury risk score (IRS) was
developed based on the statistically significant variables. Receiver operating characteristic (ROC) curve analysis was conducted
to determine the predictive validity of the checklist and the optimal cutoff IRS.

Results: Data from 389 Little League players were analyzed. Among them, 53 players experienced an elbow injury requiring
medical treatment during the season. Six checklist items associated with a medical history of throwing injury, pitch volume, and
arm fatigue were found to be significant. Responses to the items could predict the players who were susceptible to injury during the
season, with a two-thirds cutoff value for a 6-item checklist (area under the curve, 0.810; sensitivity, 0.717; specificity, 0.771).

Conclusion: Results from a 6-item preseason checklist can predict which Little League players are to sustain an elbow injury by
the end of the season.

Clinical Relevance: The ability to predict which Little League baseball players are predisposed to elbow injury allows parents and
coaches to initiate preventive measures in those players prior to and during the baseball season, which could lead to fewer elbow
injuries.

Keywords: Little League elbow; prevention; checklist

Throwing injuries in young baseball players are a serious
problem. Little League elbow, including epicondylitis and
osteochondrosis dissecans, is one of the most severe throw-
ing injuries, occurring in 20% to 40% of school-aged pitch-
ers. 111315 Quch an injury can prematurely end a baseball

*Address correspondence to Taiki Yukutake, PT, MSc, Graduate
School of Medicine, Human Health Sciences, Kyoto University, 53
Kawahara-cho, Shogoin, Sakyo-ku, Kyoto 606-8507 Japan (e-mail:
ty0617bbp@hotmail.co.jp).

TGraduate School of Medicine, Human Health Sciences, Kyoto Uni-
versity, Kyoto, Japan.

*Amici del Cuore, Tokyo, Japan.

SGraduate School of Comprehensive Human Sciences, University of
Tsukuba, Tokyo, Japan.

The authors declared that they have no conflicts of interest in the
authorship and publication of this contribution.

The Orthopaedic Journal of Sports Medicine, 3(1), 2325967114566788
DOI: 10.1177/2325967114566788
© The Author(s) 2015

career®; therefore, adults should do everything possible to
protect children from these injuries.

Many studies have reported the risk factors for throwing
injury. Ways to prevent such injuries, including limiting
the number of pitches, have been suggested to protect play-
ers. 3141518 Ag g result, USA Baseball Medical and Safety
Advisory Committee guidelines were developed in 2006 to
provide recommendations for limiting pitch counts similar
to recommendations made in Japan in 1995.%2%2%2 However,
there are several problems with these recommendations.
For one, these recommendations are meaningless without
strict compliance, and a small proportion of coaches have
complied with these recommendations. According to 2
recent studies, coaches in the United States answered
43% of questions regarding pitch count and rest periods
correctly, whereas 28% of coaches complied with the rec-
ommendations in Japan.??> Because few coaches follow
these limits regularly, despite evidence that the number of
pitches strongly influences development of Little League

This open-access article is published and distributed under the Creative Commons Attribution - NonCommercial - No Derivatives License (http:/creativecommons.org/
licenses/by-nc-nd/3.0/), which permits the noncommercial use, distribution, and reproduction of the article in any medium, provided the original author and source are
credited. You may not alter, transform, or build upon this article without the permission of the Author(s). For reprints and permission queries, please visit SAGE’s Web site
at http://www.sagepub.com/journalsPermissions.nav.
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(134 teams)

Distributed the checklist

Did not return preseason checklist
(65 teams)

Returned the preseason checklist
(69 teams, 955 players)

Did not retumn the postseason follow-up survey
(25 teams, 287 players)

Retumed the postseason follow-up survey
(44 reams, 652 players)

A4

Did not fill out all the items completely
(227 players)

(425 players)

Number of players' data analyzed

Player excluded owing to preseason survey indicating existing
elbow or shoulder pain in their throwing arm (36 players)

/\

Injured during the season
(n=53)

Figure 1. Flowchart showing the process of this research.

elbow, especially in Japan, another approach for prevention
of elbow injury must be considered in addition to these
limits.

When developing another strategy for primary preven-
tion of youth baseball elbow injury, several things must
be taken into account. First, it must be easy for coaches and
parents to understand. Medical evaluation by experts,
including medical doctors and physical therapists, has been
reported to be an effective prevention strategy for throwing
injury.” However, a large number of children play baseball
worldwide: 5.7 million children in eighth grade or lower in
the United States, and there are nearly 15,000 elementary
school baseball teams in Japan.?® With such large num-
bers, it is almost impossible for medical specialists to assess
all of them. Therefore, coaches and parents, most of whom
have no medical knowledge, inevitably have to be responsi-
ble for protecting children from injury. Second, the various
factors must be evaluated comprehensively. Research has
shown that the amount of force placed on a player’s elbow
is the principal risk factor for injury. Such force is influ-
enced by pitching mechanics, pitch type, and pitch vol-
ume.'® Other risk factors, including arm fatigue, playing
baseball outside the league, and range of motion of the
shoulder joint, also have been reported.®!518 Thus, preven-
tion cannot focus only on 1 factor, but various factors must

Uninjured during the season
(n=336)

be considered comprehensively to successfully prevent
throwing injury.

Considering this, we created a checklist for predicting
which Little League baseball players are predisposed to
elbow injury. To our knowledge, studies using a checklist
for injury prevention have not been performed for baseball
or any other sport. The aim of the current study was to
investigate the effectiveness of a risk factor checklist for
predicting elbow injury in Little League baseball players
during 1 season.

METHODS

This prospective cohort study investigated the effective-
ness of a checklist for predicting elbow injury in young
baseball players. Initially, we created an original checklist
for predicting Little League elbow based on previous
research that explored the risk factors for this injury. This
checklist was distributed to each team’s representative
who participated in the annual tournament in Kyoto and
Fukuoka in March 2013 (preseason). A total of 134 teams
in 4 cities in Japan received the checklist (Figure 1). To
increase response reliability, the players’ parents were
instructed to work with the players to help complete the
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TABLE 1
Preseason Checklist for Little League Players

Yes

Z
o

Condition of the elbow of the pitching arm

1. Is the angle of the elbow in full extension different between your arms?
2. Do you have pain in the elbow of the pitching arm when it is extended?
3. Is the angle of the elbow in full flexion different between your arms?
4. Do you have pain in the elbow of the pitching arm when it is flexed?

Information about baseball playing
5. Are you a regular player?
6. Do you often throw more than 100 pitches per week?

7. Do you have an off-season (a period when you do not throw anything for at least 1 month)?
8. Does your pitching arm often feel fatigued while playing baseball?

9. Do you practice throwing breaking pitches often?

10. Are you more often satisfied than dissatisfied with your performance?
11. Do you often play catch or throw a ball in noncompetition settings?

12. Do you often participate in resistance training?
Pitching form

13. Is your elbow in a straight line with your shoulders (horizontal shoulder abduction) when in the cocking stage of a pitch?
14. Is your elbow at or above shoulder level (abducted >90°) in the acceleration phase of a pitch?
15. Is your front foot pointed straight on an extension of the pitcher-catcher line or angled slightly toward third base

(for a right-handed pitcher)?

o
[=NeloNel

HHOR MO
QO HOOHKHOO

S O O
—

16. Is your front foot angled straight toward or slightly inward from the catcher? 0 1

Flexibility

17. When prone with knees flexed at 90°, is there a difference in the internal rotation angle of your hips? 1 0

18. Is there a difference in the height of your thumbs when the dorsum of your hand is placed at maximum height 1 0
against your back on the line of the spine? (Reflecting range of motion of the shoulders when internally rotated.)

19. With your knee fully flexed, is the distance between your heel and buttock 0 cm for both legs? (Reflecting flexibility 0 1

of the quadriceps.)

20. When you are fully flexed at the waist, is the distance between your fingers and the floor 0 cm? (Reflecting flexibility 0 1

of the hamstrings.)

checklist. After the parents had verified the responses, the
players/parents mailed back the completed checklist.
The purpose and methods of this study were explained to
the players’ parents in detail in a verbal statement, and
written informed consent was obtained from the coaches
and parents. This study was approved by the Institutional
Review Board of Kyoto University (Approval No. E1669).

Checklist

We designed a 20-item checklist (Table 1). These items
were chosen according to 2 criteria: (1) whether the factors
were already reported as risk factors for throwing-related
elbow injury in previous studies and (2) whether the coa-
ches and parents could easily evaluate the factors with
reliability. This checklist consisted of 4 areas of risk: con-
dition of the elbow of the throwing arm, information about
the individual player’s baseball playing and practice,
pitching form, and flexibility. All questions had to be eas-
ily answered by parents without medical knowledge.
Therefore, pitching form and flexibility were illustrated
using photos, and alternative flexibility tests rather than
direct range of motion or muscle flexibility tests were used
because of the large size of the participants. In addition,
each question was designed with a yes/no answer. Intra-
rater reliability of pitching form and flexibility evaluation
was tested by 10 subjects who were not medical specialists,
who assessed each variable twice on separate occasions.

Pitching form was quoted from the pitching model devel-
oped by the American Sports Medicine Institute and Amer-
ican Baseball Foundation.®'* These intrarater tests
revealed kappa coefficient consistency >0.60 (range, 0.73-
1.00) for all 4 pitching form and flexibility variables. These
data ranges suggested that coaches and parents with no
medical knowledge could answer with substantial reliabil-
ity.12 In addition to the checklist questions, basic player
information was investigated, including age, height, weight,
number of months playing baseball, field position (fielder,
pitcher, catcher, or pitcher who concomitantly plays
catcher), number of team-training days per week (<4 or
>4), number of self-training days per week (<6 or 7), pres-
ence or absence of pain with throwing in the shoulder or
elbow in the preseason, pain in the shoulder or elbow of the
throwing arm over the preceding 12 months, and elbow or
shoulder injury that ever required medical treatment.

Follow-up Survey

Six months after distributing the preseason checklist, a
follow-up questionnaire to determine injuries sustained dur-
ing the season was distributed to players who had returned
the preseason questionnaire. For this study, injury was
defined as an elbow injury in the dominant arm sustained
during the baseball season that required any medical treat-
ment at least once. After the players’ parents had verified
the responses, the completed follow-up survey was returned.
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Statistical Analysis

We excluded players who had ongoing throwing pain in
the elbow or shoulder at the start of the season documen-
ted on the preseason questionnaire. We divided the play-
ers into 2 groups: those with occurrence of elbow injury
during the season and those without injury. We statisti-
cally analyzed the differences between these 2 groups
using the unpaired ¢ test for interval items (age, height,
weight, and number of months playing baseball) and the
chi-square test for ordinal items.

Next, logistic regression analysis, performed in a step-
wise manner, was carried out to examine whether the
potential determinants were independently associated with
occurrence of elbow injury during the season. In this anal-
ysis, presence or absence of elbow injury during the season
was used as the dependent variable, and all items with a P
value <.1in univariate analyses were employed as indepen-
dent variables.

Finally, we developed an “injury risk score” (IRS) based
on the logistic regression analysis, distributing 1 point for
significant variables to each individual. We then used recei-
ver operating characteristic (ROC) curve analysis to exam-
ine the predictive validity of the checklist and the optimal
cutoff IRS based on the Youden index,?! assigning occur-
rence of elbow injury as a state variable. Area under the
curve (AUC), sensitivity, and specificity of the IRS were cal-
culated based on the ROC curve. The cutoff value for the
IRS was determined based on optimal sensitivity and speci-
ficity. A P value <.05 was considered to be statistically sig-
nificant for all analyses.

RESULTS

The 20-item preseason checklist was completed and
returned by 69 teams representing 955 players (mean age,
10.0 £ 1.0 years). Of those, 25 teams failed to return the
postseason follow-up survey, leaving us with pre- and post-
season data from 44 teams, representing 652 players (mean
age, 10.0 + 1.0 years). After eliminating all players with
incomplete surveys, data from 425 players remained. After
eliminating 36 more players whose preseason surveys indi-
cated existing elbow or shoulder pain in their throwing
arm, data from 389 players remained (mean age, 10.1 +
0.9 years) (Figure 1).

By the end of the season, 53 of 389 players had experi-
enced an elbow injury, resulting in an injury rate of 13.6%.
Basic information of these players is shown in Table 2.
Results of the unpaired ¢ test showed that age, height,
weight, and length of time playing baseball were signifi-
cantly different between the 2 groups, whereas results of
the chi-square test showed that pain in the elbow or
shoulder while throwing within the past 12 months (n =
37, 69.8%), throwing-related elbow or shoulder injury
ever requiring medical treatment (n = 22, 41.5%), status
of pitcher (n = 31, 58.5%), team training >4 days per week
(n = 23, 43.4%), self-training 7 days per week (n = 10,
18.9%), and checklist items 5 (starting lineup member;
n = 52, 98.1%), 6 (frequently throwing >100 pitches per

The Orthopaedic Journal of Sports Medicine

TABLE 2
Comparison of Players With and Without Elbow Injury
Sustained During the Season®

With Injury Without Injury P

(n = 53) (n = 336) Value

Age, y, mean + SD 10.4 + 0.7 10.0 + 1.0 <.01°

Height, cm, mean + SD 1415+7.1 1385+76  <.01°

Weight, kg, mean + SD 352+ 7.6 326+62 <01°

Previous baseball 33.9+16.0 28.0+15.4 .01¢
experience, mo, mean +
SD

Has experienced shoulder 37 (69.8) 108 (32.1) <.01°
or elbow pain while
throwing in the preceding
12 months

Has ever experienced an 22 (41.5) 38(11.3) <.01°
elbow or shoulder injury
requiring medical
attention

Fielding position
Pitcher 31 (58.5) 111(33.0)0 <.01®
Catcher 12 (22.6) 86 (25.6) 74
Fielder 49 (92.5) 316 (94.0) .55
Pitcher who 6(11.3) 42 (12.,5)  >.99
concomitantly plays
catcher

Team training >4 days per 23 (43.4) 78 (23.2) <.01°
week

Self-training 7 days per 10 (18.9) 23 (6.8) .01°¢
week

Checklist item
No. 1 4(7.5) 16 (4.8) .33
No. 2 1(1.9 4(1.2) .52
No. 3 2(3.8) 6 (1.8) .30
No. 4 0(0.0) 3(0.9) >.99
No. 5 52 (98.1) 266 (79.2)  <.01°
No. 6 13 (24.5) 37 (11.0) .01¢
No. 7 51 (96.2) 322 (95.8) >.99
No. 8 23 (43.4) 52(15.5) <.01°
No. 9 1(1.9) 8(2.4) >.99
No. 10 26 (49.1) 158 (47.0) .88
No. 11 26 (49.1) 167 (49.7)  >.99
No. 12 7(13.2) 52 (15.5) .84
No. 13 17 (32.1) 133 (39.6) .36
No. 14 11 (20.8) 47 (14.0) 21
No. 15 10 (18.9) 66 (19.6) >.99
No. 16 8(15.1) 43 (12.8) .66
No. 17 7(13.2) 43 (12.8) >.99
No. 18 19 (35.8) 100 (29.8) 42
No. 19 5(9.4) 32(9.5) >.99
No. 20 18 (34.0) 129 (38.4) .65

“Values are reported as n (%) unless otherwise indicated.
b

P < .01.
‘P < .05.

week; n = 13, 24.5%), and 8 (frequently feeling fatigue
in the throwing arm during the season; n = 23, 43.4%)
were significantly different between players with and
without elbow injury (Table 2).

Logistic regression analysis revealed that pain in the
elbow or shoulder while throwing within the past 12 months
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TABLE 3
Factors Associated With Occurrence of Elbow Injury During the Season According to Stepwise Logistic Regression Analysis
Odds Ratio 95% CI P Value
Has experienced shoulder or elbow pain while throwing in the preceding 12 months 2.64 1.31-5.34 .007
Has ever experienced an elbow or shoulder injury requiring medical attention 4.10 1.96-8.54 <.001
Team training >4 days per week 2.58 1.30-5.12 .007
Self-training 7 days per week 3.15 1.23-8.09 .017
Checklist item No. 5 10.29 1.26-84.0 .030
Checklist item No. 8 3.01 1.48-6.11 .002
140 1.0
® With injury (IRS: 3.44 t 0.64)
120
Without injury (IRS: 1.23 + 0.67)
100 0.8
§ 20
o
g 60 ‘E'\ 085
E 5
= =
I
40 <
[
W
0.4
20
N = 1 5 &
0 1 2 3 4 5 6 0.2
IRS ) AUC: 0.810
. ) ) ) ) SE: 0.03
Figure 2. Injury risk score for players with and without elbow P-value: < 0.01
injury during the season. IRS, injury risk score. 00K
0.0 C‘I]: 0‘4 D'.G 018 1.0

(odds ratio [ORI], 2.64; 95% CI, 1.31-5.34; P = .007),
throwing-related elbow or shoulder injury ever requiring
medical treatment (OR, 4.10; 95% CI, 1.96-8.54; P < .001),
team training >4 days per week (OR, 2.58; 95% CI, 1.30-
5.12; P = .007), self-training 7 days per week (OR, 3.15; 95%
CI, 1.23-8.09; P = .017), checklist item 5 (OR, 10.29; 95%
CI, 1.26-84.0; P = .030), and checklist item 8 (OR, 3.01; 95%
CI, 1.48-6.11; P = .002) were independently associated with
occurrence of elbow injury during the season (Table 3).

Using the 6 variables that were significant in the logistic
regression analysis, we calculated the IRS going up to 6
points. In the injured player group, the mean IRS was
3.44 + 0.64, whereas that in the noninjured player group
was 1.27 + 0.67 (P < .01) (Figure 2). The ROC curve had a
relatively high AUC for the IRS (0.810), and we determined
that a two-thirds cutoff point had a sensitivity of 0.717 and
a specificity of 0.771 (Figure 3). Among players with an IRS
of 3 to 6 (n = 115), 38 players had been injured during the
season (injury rate, 33.0%). Among players with an IRS of 0
to 2 (n = 274), 15 players (injury rate, 5.5%) had been
injured (Figure 2).

DISCUSSION

We developed a preseason checklist to predict predisposi-
tion to elbow injury in Little League baseball players. As

1-Specificity

Figure 3. Receiver operating characteristic (ROC) curve anal-
ysis for injury risk score (IRS). ROC analysis was conducted to
determine the predictive validity of the checklist and the opti-
mal cutoff IRS, assigning occurrence of elbow injury as a state
variable. We were able to predict the players who were injured
during the season with a two-thirds cutoff value for a 6-item
checklist (area under the curve [AUC], 0.810; sensitivity,
0.717; specificity, 0.771).

aresult, we could predict the players who would be injured
during the season with a two-thirds cutoff value for a
6-item checklist. The final version of the checklist (Table 4)
has some desirable features, such as being easy to answer
for coaches and parents, and comprehensively considering
the risk factors. Therefore, we believe this checklist will be
helpful for primary prevention of Little League elbow in
the future. To our knowledge, this is the first longitudinal
study aimed to develop an injury-predicting checklist for
Little League baseball players.

The IRS of this checklist is composed of 6 items. As
demonstrated in many previous studies,>'%1%18 yolume of
playing baseball was a significant risk factor in our study.
Playing baseball outside of league competition also has
been reported to be a risk factor,'®'® which might be close
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TABLE 4
Final Version of Checklist

Yes No
1. Have you experienced shoulder or elbow pain while throwing in the preceding 12 months? 1 0
2. Have you ever experienced a shoulder or elbow injury requiring medical treatment? 1 0
3. Do you participate in team training >4 days per week? 1 0
4. Do you participate in self-training 7 days per week? 1 0
5. Are you in the starting lineup? 1 0
6. Does your pitching arm often feel fatigued while playing baseball? 1 0

to our finding: A similar measure, number of self-training
days per week = 7, was found to be significant in our study.
The more frequently baseball is played, the larger the
amount of force a player’s elbow receives. Players who
spend a significant amount of time training outside the lea-
gue competition should be monitored closely for signs of
injury. Arm fatigue in the preseason also was found to be
a significant risk factor. We cannot confirm whether this
fatigue would continue during the season, but fatigue on
a daily basis could affect the onset of injury. As shown in
several studies,'®18 coaches and parents may be able to use
such fatigue as an easily observed predictor of elbow injury.
In addition, a medical history of throwing injury was shown
to be a significant factor. Some studies excluded players
who had preexisting throwing injury or did not consider the
history of injury®!8; therefore, the causal relationship
between past medical history and new onset of injury
remains unknown. Medical history may be misleading in
players who continue to use their throwing arm despite
known abnormalities on imaging studies or ongoing clinical
symptoms.”*® These players often have worse outcomes®®
for several reasons: An injury that is not completely treated
may become more severe with activity; an injury may have
changed the player’s pitching mechanics, making the
player more susceptible to injury; and players who have
experienced an injury in the past are more likely to sustain
a new injury. Consequently, players with signs or symp-
toms of a previous or ongoing injury should be followed
more closely for evidence of a new or worsening injury than
players without a preexisting injury. In this study, one of
the most important risk factors, pitching mechanics, was
not shown to be significant. However, this may be because
the checklist was designed to be easily answered by par-
ents, and proper pitching motion analysis is quite compli-
cated'”; thus, only 4 of 24 items in the pitching model
developed by the American Sports Medicine Institute and
American Baseball Foundation were selected for evalua-
tion. Incorporating pitching mechanics into our checklist
will be considered in a future study.

Researchers have identified risk factors for Little League
elbow, including age, height, weight, range of motion of the
shoulder joint, pitch count, fatigue, pitching biomechanics,
and pitch type.>1415:18 Based on this information, several
primary prevention strategies have been considered. Limit-
ing pitch count is regarded as the most effective way to pre-
vent throwing injury.!! While we agree that this is true,
these limits are meaningless without strict compliance.'>2

One cause of poor compliance is that pitch count limits are
monitored by coaches rather than parents, and coaches
may have less interest in protecting players from injury
than parents. We believe that parents have the potential
to prevent children from being injured, and our checklist,
which we have shown can predict predisposition to injury,
was designed to be easy for parents to use. The most
important clinical implication of this study is that parents
can evaluate and follow their child’s condition and deter-
mine whether the child is at risk of developing Little Lea-
gue elbow. When parents are aware that their child is at
risk for elbow injury, they can monitor pitch count limits
themselves and encourage coaches to apply the limits
more strictly. Closer monitoring by parents may lead to
earlier detection and prevention of Little League elbow.
Players with an IRS of >3 on this checklist had only a
33% chance of injury; therefore, it might be exaggerated
to suggest that use of this checklist only is effective for
prevention of injury. However, this is a step in the right
direction, and the checklist would be more valuable in
combination with other preventive measures. We expect
that use of our checklist in combination with pitch count
limits or other preventive measures in collaboration
between coaches and parents will be helpful for primary
prevention of Little League elbow.

Our study has several limitations. First, selection bias
might have influenced the results. Participants were lost
to dropout, preexisting injury, and omissions on the
follow-up survey. Second, pitching mechanics were not
fully investigated in the study. Until the checklist is more
comprehensive in its coverage of pitching mechanics, its
usefulness for predicting risk of elbow injury may be lim-
ited. Finally, because the study was confined to Japanese
children, the generalizability of this study to other popula-
tions or geographic areas is unknown. Further research is
required to ensure the external validation of our checklist.

CONCLUSION

Our study showed that responses on a 6-item checklist of
risk factors for elbow injury can predict which Little League
baseball players are predisposed to elbow injury. The abil-
ity to predict which Little League baseball players are pre-
disposed to elbow injury allows parents and coaches to
initiate preventive measures in those players prior to and
during the season, which could lead to fewer elbow injuries.
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The 6-item checklist should be applied to all Little League
baseball players in the preseason to determine their predis-
position to elbow injury.

ACKNOWLEDGMENT

The authors thank Yukinobu Tafu and Mitsuhiro Yoshida
for their cooperation with data collection. We are most
grateful to all the participants who willingly participated
in this study.

REFERENCES

1.

Fazarale JJ, Magnussen RA, Pedroza AD, et al. Knowledge of and
compliance with pitch count recommendations: a survey of youth
baseball coaches. Sports Health. 2012;4:202-204.

. Fleisig GS, Andrews JR. Prevention of elbow injuries in youth baseball

pitchers. Sports Health. 2012;4:419-424.

. Fleisig GS, Andrews JR, Cutter GR, et al. Risk of serious injury for

young baseball pitchers: a 10-year prospective study. Am J Sports
Med. 2011;39:253-257.

. Fleisig GS, Weber A, Hassell N, Andrews JR. Prevention of elbow inju-

ries in youth baseball pitchers. Curr Sports Med Rep. 2009;8:250-254.

. Fortenbaugh D, Fleisig GS, Andrews JR. Baseball pitching biomecha-

nics in relation to injury risk and performance. Sports Health. 2009;1:
314-320.

. Harada M, Takahara M, Mura N, Sasaki J, Ito T, Ogino T. Risk factors

for elbow injuries among young baseball players. J Shoulder Elbow
Surg. 2010;19:502-507.

. Harada M, Takahara M, Sasaki J, Mura N, Ito T, Ogino T. Using sono-

graphy for the early detection of elbow injuries among young baseball
players. AUR Am J Roentgenol. 2006;187:1436-1441.

. Japan Rubber Baseball Association. Number of teams in the Japan

Rubber Baseball Association [in Japanese]. http://jsbb.or.jp/outline/
teams. Accessed December 1, 2013.

10.

11.

12.

13.
14.

15.

16.

17.

18.

19.

20.

21

- 122 -

Checklist for Predicting Elbow Injury 7

. Japanese Society of Clinical Sports Medicine. Recommendations for

the prevention of youth baseball injuries [in Japanese]. http://www.
rinspo.jp/pdf/proposal_03-1.pdf. Accessed January 7, 2015.
Klingele KE, Kocher MS. Little League elbow: valgus overload injury
in the paediatric athlete. Sports Med. 2002;32:1005-1015.

Kerut EK, Kerut DG, Fleisig GS, Andrews JR. Prevention of arm
injury in youth baseball pitchers. J La State Med Soc. 2008;160:
95-98.

Landis JR, Koch GG. The measurement of observer agreement for
categorical data. Biometrics. 1977;33:159-174.

Lyman S, Fleisig GS. Baseball injuries. Med Sport Sci. 2005;49:9-30.
Lyman S, Fleisig GS, Andrews JR, Osinski ED. Effect of pitch
type, pitch count, and pitching mechanics on risk of elbow and
shoulder pain in youth baseball pitchers. Am J Sports Med.
2002;30:463-468.

Lyman S, Fleisig GS, Waterbor JW, et al. Longitudinal study of elbow
and shoulder pain in youth baseball pitchers. Med Sci Sports Exerc.
2001;33:1803-1810.

Matsuura T, Suzue N, Kashiwaguchi S, Arisawa K, Yasui N. Elbow
injuries in youth baseball players without prior elbow pain: a 1-year
prospective study. Orthop J Sport Med. 2013;1:1-4.

Nicholls R, Fleisig GS, Elliott B, Lyman S, Osinski E. Accuracy of qua-
litative analysis for assessment of skilled baseball pitching technique.
Sports Biomech. 2003;2:213-226.

Olsen SJ 2nd, Fleisig GS, Dun S, Loftice J, Andrews JR. Risk factors
for shoulder and elbow injuries in adolescent baseball pitchers. Am J
Sports Med. 2006;34:905-912.

Takahara M, Ogino T, Takagi M, Tsuchida H, Orui H, Nambu T.
Natural progression of osteochondritis dissecans of the humeral
capitellum: initial observations. Radiology. 2000;216:207-212.

USA Baseball. Youth baseball pitching injuries. http://web.usa
baseball.com/news/article.jsp?ymd=20090813&content_id=640
9508. Accessed December 1, 2013.

. Youden WJ. Index for rating diagnostic tests. Cancer. 1950;3:32-35.
22.

Yukutake T, Yamada M, Aoyama T. A survey examining the correla-
tion between Japanese Little League baseball coaches’ knowledge
of and compliance with pitch count recommendations and player
elbow pain. Sports Health. 2013;5:239-243.




1

I PEFEERRELIZIVA—F T IO B A XDHMRIZEAT S
IETYVRDWREE
Verification of the effect of walking exercise on middle aged and elderly people
PE T JE D2, FHFiL Y

D) AR FRFBEE AR ARERR AR UNEY T —2 3 JR#a— X
2) HAEMRAR B R HIRZE B

Key words : 74 —%F > 27 L7 HH 1 X (walking exercise), TEF > Z (evidence). il # (elderly).
UNEYU F—2 3 (rehabilitation), > AT X 7 1 v 7 L E 2 — (systematic review),
AE T F T4 2 A (meta-analysis)
2
TA—F T I A XFFRICEBTE, GHHENDIRVWENS, Gl ECRBEA I 2EETH-
THHBHMASGITHMOMDENTE2, UNEY T2 3 VIZBWTHBRITHEENMET L2 BE OB EEE
HoOmRESem EZ2EHEMNELTUNEY T—2a3>7 07 53 50—DE L TEBI N, ZTOHRIZDNT
DIETF U ABHLMIZINTNE, LNLEBNSZOHMIHREFICL > TRRBRLZENS. 7T NAA
PHREDOHIENRIZD, BN R DR O DRIV, ZE I TRMEI T +—F > T T I8 A TH TH
NDZEBMIATRTA VI LVEL— AITFIALABEDTET AL NV DEmnim X et U,
MELTHET. A —F 2T T A XOBIZONWTHRE Lz, ZORER, Sl e, /CH Ry, EH R
BOMRIREZ AT SBRFICHT 2 ARIEE DD, @l E DO/ T + — < 2 XA Lo d B EUGE TR
DTS NEDR S NITTE S e,

(& 2R HI]

—HAIEB SRR DR W ICRIF BB EZGADEZEALNTVNL I XTI EREHOHTH
U —F T T YA R RBREEGREEET, EZTHMMICIT D I EATE EBRFO MG I
WRREEICAMBENEZ S ST I ENPBRNT ENS FRFECERE 2SO TRLVWHERIZEN
THREICEBTELMERL I Y YA A THD £ AFERFEHO -DLLTHALGNTNDS U +—F
ST YA LB RV T < IFHER R, BRER R MERE2HBE L. fIWMENAS Z &
MmH. B DL < DHE I CTUEDIRZ G A2 Z ENHIRFE N5,

FEBREZEAD & GBI NWTRTHRRZHEF T2 HT METHHOBAN S BEMET HRERA
ChTHhHB. EERBICRSTEATH® S VWIEEAEMREOSKZEHMNOYNEY 57— 3 > Tl &
BRI W TEBIND T O TLD—DTHH 5% I SITHEHRER IN—F 2 2K 4 %S
T2 EQOBTHRRRICHEZ B0 THRFITE L TATHREORESCREZEZHNELZUNEY T —2 3
NFEERBUS TR ICIThN T W,

INGDOTENSTA—F T T HYA XDHBZ, OREFEHER K Om E @517 HRE D MERF R Utk
B QOBITHEEOHES E DT HENTELN. TOHMIIP LT DERR L0 MZE2T T N LICHHRZE
HETDHINICE D THRREIIDP LT DRL S TL S, INETRI—F 27T ZOMBIZDONT
V3 M AR 2 il HE 1150t G2 98 (randomized control study: RCT) R A TR T4 w7 L Ea— A¥T7F 5
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1

ATABEDITETFT DAL NIVDOEWRENRIN, TEF  ARERICHBEINTBD . REtEmicdb 2
DIRIFIREINTOE, LN LRSS ZENEDLATIT A v I VEaA—REDOHITIIRAL S AEERT
HOPRHRICKHTERMEPSNITL TOUAVNEDHL N, ZHUIHH S N2 X O TR im0
MNTNDIERAYTF T RATBNTHEIFHIRBRIREND TN TH>720 T2 LITERT %,
INSORKEEL TE. ZNZNOMFEREIILET > AL NIV OEWHEFETEBI N TNDH, £
T2 HM MR ARE, 7T N LATR ENFEMFEHM TR D, HDVWIRMET T >AHMEEGHL
TWRRWAITREMD D .

ZITAMRICBNTRPEEEZNRICIEIERANTITONZ U+ —F > 7 T 38 A ZO%E%E
BHOMITT B0 U4 —F T T A XKD NAMBEBEEEHW TITONIZ AT T v 7 L
Ea—imX 2L, BRHNTEER, T 2 2 & THL NI N TWIRWEYFHE O FLAE O 5 K 2 Fk
THIEET S,

(5]

2015 ETHETOU +—F >V ITIHH A XICLDN AR ERIAT DM LE. T—FIRXN—ATh>
PubMed iZ T, F — 7 — R [((walking) AND (((intervention) OR training) OR exercise)) AND ((older
adults) OR elderly)] Z NV THRB L7z, 2T TS LwmX GH16964%H) KD, TEF > AL X)L D E N
MXELTMEDTONDIAY T FU I AEEFOLIATIYT v I LE2—GF2736) 2Lz 25
I LU 2@ SO RN S Tt —F 2T T B 5 A LI K DM AR ZMGE L TW 5 20 i & A&
B 7sREb g E L= (K1),

PubMed
#+16964 i

BRAMRSC : 166917
CVATRT AT L Ea—,
ABZTF U AT

\ 4

A 4

VATIYT A YT LV Ea—
ARZTF YR 273

FRoNR L 25318
- walking exercise(Z X 5/ A% %
Bt Lz bo T

\4

\ 4
BRGH ST : 207

1. /HXHEFR70—F¥y—h

s 3R]
1. H#FTBEL T

TNTNDIATRT A v 7 LE2a—@lIZBWT.RCTREDIETF VAL NILDE WG XLNE v 7
Ty TEINTWE,

HRETMEEERE DA EHNRE LD OMN 3R, ARELEEZHRE LN R BREEEZED
EERA~SREZ N REL DD BHZEE T DRAZMRELZD DN LR, HEREHEDH &t
RELEBDNOMmM TH oIz, K1),
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%< 1. walking exerciselZEBNMAMEICEATEVATITAVILEA—DFEED

Authors

Number Journal | Design | Subjects Intervention type | Outcome (effective) Outcome (less effective)
1 Bolam KA SR middle-aged and older men brisk walking (—&B) bone mineral density (BMD) (limited effect)
Osteoporos Int. 2013; 24 (11): 2749-2762.
anthropometry
Fritschi JO cardiospiratory outcomes muscle strength and flexibility
2 ritsehi SR any adults pole walking functional status fatigue
QoL gait parameters
Scand J Med Sci Sports. 2012; 22 (5): €70-78. blood glucose levels
Lee LL .
8 Int J Nurs Stud. 2010; 47 (12): 1545-1561. SR any adults walking blood pressure
Kang M . .
4 Res Q Exerc Sport. 2009: 80 (3): 648-655. MA any people pedometer-based walking physical activity
V02 max
decreased body weight
5 Murphy MH MA any adults walking BMI
percent body fat
Prev Med. 2007; 44 (5): 377-385. resting diastolic blood pressure
6 Palombaro KM MA adults aged over 50 years walkin lumber BMD femur and calcaneus BMD
J Geriatr Phys Ther. 2005; 28 (3): 102-107. & v e
Kelley GA . .
! Prev Cardiol. 2005; 8 (2): 102-107. VA any adults walking nonHDL-C
Kelley GA LDL-C TC
8 eley MA any adults walking TC/HDL-C HDL
Prev Med. 2004; 38 (5): 651-661. VO2max TG
Kelley GA . . . .
9 Prev Med. 2001: 33(2 Pt 1): 120-127. MA any adults walking resting systolic and diastolic blood pressure
10 Gomez-Gabello A SR older adults walking (—#8) e
Sports Med. 2012; 42 (4): 301-325.
1 Howe Te SR (Cochrane) older adults walking (— &) T s
Cochrane Database Syst Rev. 2011; (11): CD004963. ndem
Sherrington C —
12 J Am Geriatr Soc. 2008; 56 (12): 2234-2243, SR and MA older adults walking (—#&B) fall
13 Bo e T a1, SR and MA postmenopausal women walking femoral neck BMD lumber spine BMD
Richardson CR " . . :
14 Ann Fam Med, 2008: 6 (1): 69-77. MA adults with overweight pedometer-based walking weight loss
Grande AJ . . . g
15 Gochrane Database Syst Rev. 2015; 6: CDO10596. SR (Cochrane) acute respiratory infection walking (—#&f) ARI symptoms
Mansi S physical activity
16 anst SR musculoskeletal disorders | pedometer-based walking physical function
BMC Musculoskelet Disord. 2014; 15: 231. pain
walking speed
17 Peurala SH SR and MA stroke walking walking distance
walking independence
J Rehabil Med. 2014; 46 (5): 387-399. self-care
Charalambous CC L . .
18 Neurorehabil Neural Repair. 2013. 27 (8): 709-721. SR stroke treadmill-based walking walking speed
Thuné-Boyle 1C . i -
19 Int Psychogeriatr. 2012. 24 (7): 1046-1057. SR dementia walking (—#&f) BPSD (mood and agitation)
Mehrholz J ait speed
20 SR (Cochrane) Parkinson's disease treadmill-based walking stride strength cadence
Cochrane Database Syst Rev. 2010; (1): CD007830. walking distance

SR: systematic review, MA: meta analysis, QOL: quality of life, VO2: maximum oxygen uptake, BMI: body mass index, BMD: bone mineral density, BMC: bone mineral content, HDL-C: high density lipoprotein cholesterol, LDL-C: low
density lipoprotein cholesterol, TC: total cholesterol, FRT: functional reach test, ARI: acute respiratory infection, BPSD: behavioral and psychological symptoms of dementia, TUG: timed up and go test, OLS: one leg standing

2.t AIRICBL T

T —F T T A XEMIZ 14, SEIERI VYA A EMAEDE T+ —F VT 75
AXEfTORbDMNERMTH oIz, 2D D Bk
VA —F TN P LYy BRIV T —F 2T T YA L 2HTH o Fzo it BT S
HNAELTEMBELBENENSEBDONEN MO A ZOHREKIAEZEZHNE L 2D DT
T —F T T A XM BHELTREL THLHBDbH >/,

3. 7Y bAAITHLT

AR E 2 o —

FOUOIIHHA XN ORI

BEERPEHECHT L2 —F T IVTHA AN ADT T N ALEL T IEEIECEIERE, R/ &
DINT +—< AN 3 BEELEN AR CH >,
FIREEZNGEL TWD O TIRIMER EDMEREREN3H. AEPLI L 270 - )l EDR#~— T —

WA TH O 12 T BERIERTINT +— < 2 A 0% A %, 258
PEREMERE ., FRAVEICB W TEERAEIT LS AR 2 )N—F 2V 29K TSR TT

IR AYAE C I I R AE IR O 5 e ST ]
AE=KPARTAR

BEDHRITINT =X VAZRIEL TN HDONZNTNLIHET OH 0. INHETIIHRITALEY — RinE Dk
TINTGA—F —ZRHRIEL TVWDEHDN 28D > 7=,
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1

4. R
4. 1. SBEFOHKERBNT + —3 2 AT 2%
BEETOME AR E DT,

BEFEIT A —F T IO A X EET DI EFRX—2a > 2T 50ICHERKRY—ILTH
%, Kang M S I3BEEH AT 2182 TOHRBMEZE 2R LDOAY T F 714 AITK> THREEL 7=, &
DFEFRBEEIZH AT S5 2 & THREMNERITHENT 2 FH 5 772 - 7/ (effect size 0.68, 95%CI 0.55
to 0.81) . LHITBNWTZE DR RILEEZE T (effect size 0.80, 95%CI 0.64 to 0.97) H 2, BEICH W TIZ
HE DS N TR0 o 7z (effect size 0.30, 95%CI -0.18 to 0.79) . B ¥Et 2 H T 2 H T 20004/ HD

BEIEIMNRZEELSFENTESBENIESHEEZ LA TG THL EEmL TWa T,

TA—F T REREDINT 2 AEREN LISV AIRERT,

B FICBVWT NG D AKBOR TIE S AEEOR T ERE O X7 LB EHT %5, Howe TE 5 (3 i
TEAE S Ot % AT D il 2 (60 g% LA 1) DN T > ZABARRICH T 5 T 7 81 XN ADRRE, 945w L & L
Ea—92Z&ETHRALZ. T/ VU A XOMBEE L T.OF. N T > A, HEEIIR, @F 151k, @Kk
B A AABEDZRTI VI IA R QU —F 27 . @420 27,02 aT7 )71 — KNy
PEMWEAZE2—F=NF AL GTA X ORLER. @A BT FH A1 XOEEREITHEL
THREEL 72, WTFNIZBNWTHNT AR LICHh FORWHIREZRT I EETERN S @Y 4+ —
F U BMTIEMER A Z R T &3 < OBT. N T A RO ES T2 991 X2
T Timed up and Go test, Gait speed. Berg Balance Scale72 E D)\ > 2D 6] Fizxt L TE950L %)
RERTDODHATHHS,

T % —F 73 EEE OEE POV TIRANREREIB Ao &,

EEE OEETHEHMNIC. U+ —F o V2BV I EIERI I IN/ABELNTVNS, Z I T,
Sherrington CH5 3 S LT XTIV YA XD REAY T F I DA THEEL 2 B IEIcE> & H
BNTHSINAF v L IPNT X ML —= 27 (rate ratio 0.79 95%CI 0.66 to 0.95) & ik L T,
T —F M T OS5 LD EIX (rate ratio 1.19 95%CI 1.11 to 1.58) E AR BfEH 255 Z 13T
Elmo7z%

4. 2. BEBECHT %
v i AF OO 1 75 BE G S R AP BRI AL S A TG R RAEEIC K o TRV, — & Dbl & 175 2 IS 5
Th%.

ZHEDOHBRBEICIBHEEORTCROBHOU AN EAT 2. BHREREZEOHNTIY 351 X0 T
ODNTOWEDHA RIA B ETH EDRMEHE TNV, ZITU—F 2T 23D YT A X
DB EUEN R ZMGE L Tz,

Martyn St James 5 |3 FAREEE D LM D IEHE L VRBRE DB EBEITHT 2T+ —F 2T T HH 1 XZDH)
RERXZT F T4 2 AT K OREE U 7zo fEAT O R, BEHE DB 85 21T D W THEOoW B & Phie U THEER R 1T
75 < (weighted mean difference 0.007g/cm? 95%CI -0.001 to 0.016, p=0.09) . K& O & % #1213 595
WEER R (weighted mean difference 0.014g/cm? 95%CI 0.000 to 0.028, p=0.05) 24/ L TWwiz 11,

- 126 -

L




1

PARRTE DL KON 50 3% A LD B Z 5t G, BEHE R VKRS OB EEICHT 2T+ —F 7 T 7981
ZDOMBEAZTF T4 LAWK ORIEL 726D 2 T, IBHE OB BELEITER (0=0.03) TlEdH 50 K
I (p=1.00) X TUHEH (p=0.56) DB EERENRITEDBZNENSHERTH - 1%

F7zBolam KA S IZHEFEDOBUEKR O LEOBEEICHTE52T+—F > 723070 XOE%E
VATRTA I LEA—THRIELZ B INZ8FML DI B U+ —F O VHMIZ 27 7 +—F >
TJERPERET OO DON I X TH o7z U+ —F > 7 Bl 2 MEE L T % Huuskonen J 4 &
Paillard T PIZBNW T HEFOBEEZHNRICLZT VR T+ —F 27 DR ZEIT> TN b, 2D
5 5 Huuskonen J 513 HERE & bhfig U CHEME, KIBBE O BEEICHL T+ —F >V T HH 1 XOR
137201 E L TWB A8, Paillard T 5135 B e & ik U C2.1% O BB BB ERNS R E2ET 5 L ME L
TWB BT —F 27 ERPUEEB 2175 2 b DI WA + —F > 7 SPUES), T + —F >
THMEZREL TN, ZOMXOHMIEGTESH ORI TH 5720, U+ —F > T DRRITOVTIE
HH S MIZ LT 13,

Goémez-Cabello AL ITEMMO AN ELEZEZ N RELE T+ —F 2 V25 DABARETHOYNEEZ S AT
T4 YT LEa—TRIELEZ. WTNOFHEICBNWTHEEENEML 2501 na, BEEK N2k
LmBEEN D2 FEETLEHML TWD 6 . BEEICHT 2T+ —F > T OREMRIELZINETOR
BT F MR GG AL, B B ERE HIE T B0 XO5EE, SE, IR EMI 51T S T B R OHFETIX
ZOMEIFHS N TIF RN ERERL TS LS,

4. 3. D EBREICHT S HE
UA—F 2T YA ARMER TR EET S,

Lee LL 5 3B F 3 2 NI O @ ERF T Tz <  SiE TR WER & 25D hEES 2 81
A —F T LYY A XOMEICGEADNRESATIYT 4 v 7 L Ea—THRIEL 2. 2O XITH N
TIE2THRORCT R XBHHEN, ZOIEDIFTY 4+ —F T L7 P YA LI K2 ERNR 2RO 5 H
MTE, ZOFER T+ —F OV RMEETICH U TEBIREET D Efbm L7217,

F7zKelly GA (2001) 513U +—F > 7 T 98 A T/ AREE A A OX HEE & [ TRERRFINIEIC S A
DHWBEAYT T ITA L ATHAEL 28, ZORER. T+ —F 27 T B A X%&f7 5 F T, LHRRFO I
F QYRR ME D W HITB W TH 2% HHEH : F £ SEM=-3+ 1mm Hg, 95%COL-5 to -2mm Hg, §iL3E
# : 9 £ SEM=-2+ Imm Hg, 95%COIL-3 to -1lmm Hg) DI EFH AR EE2H T 2 HEIRS N8,

BRI —F T Y A RS RGN H. [ DS E OIEERBERE. #h20BRIK fEEE O B 2 1
ZH9 5.

Fritschi JO 513" pole walking”, "Nordic walking”. ”stick walking” 728 E D7 — KRB THR—IL 7 + —
FOTERMT 22U —F 27707 T LOENETDVTHRHEL oo M SIS B #7200 72 <, 2 B0p
PRI D ML R ER . 7 4 R i R 1B P PAZE MR IR BRI R N —F 2 DR ALY A TR ELILITH 7= 2 B R
BB ATV A B M E TR, IRFAE A 78 & DD BERE D B8 23388 5 1, functional status i3\ —
A4 KO ENED SN £z BB REEEEOE IR, N, B/ E AW L .
Medical Outcomes Study 36 Item Short-Form Health Survey (SF36) 72 & @ Quality of Life ® fg £ %
BT S0 E L RERE DM Lz,
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4. 4 RHBEREICH T 2 E
A —F T LYY A ZBZRERDIRELTT S,

Richardson CR 5135 A2 7 7 — 7 fit#&. BMI A 25kg/cm? LA b @ JEi . 2 BOBE PR IR FLAS A DA A
NAN—IREZMRITHEEZH N A —F T TP A ZOEREBEIZHT 28R %, 9D RCT D A
T F T4 A FANTHAEL 72, FHEFERRIT 43 ~605 K ECCEEFTEZNRICLEHEETH S, 2O
BOEHOEREIZ-1.27 kg (95% CI, -1.85 to -0.70 kg) DK EH V2RO, T+ —F >V T8 A X & E
fifi LT 2L, 0.05ke/ O E R EZRD = FE2HEL TS,

F7=Muphy MH 51357 A7 T — V7 {EHEE 2 W R, BERBERDIIEY X7 K+ Tdb 2 KHE, BML A5
B, I KB R B RR, RTINS 204 —F 2 VT XKD BEAY T F T4 L RITK
DS MU 7. FHE 349D T + —F > 7 AD#E R, (R E (-0.95kg) . BMI (-0.28 kg/m?), 14 i5 i %
(-6.3%) . Ix K & B HUE (2.73 ml/kg/min) , JE5E M E (-1.54 mm Hg) 7 E THERIREZRD . T
SOERMEF AT T HREHIIBVW T T —F >V TS L0 MERDOY AV KT ZE2HBS5T &
filiam U7z 2L

IA—F LTI HY A RIBERBELET 5.

TEERMREFIZOMERDOY 27 % ERT %, Kelly GA(2004) 513# 3 L 25 0 —)L, high and low
density lipoprotein cholesterol (HDL-C,LDL-C), kU Z Ut Rz EDEER#M~—h—icdd %
DA —F T I HTA XK EEEEAIT T T I ATHRAEL 2o 2 DFEITH W TII MR #F, B
B IR, 7 )L 3 — )V B I, 3B & 2T T 5 IR E A B & 7 SiRJA W5 E & A
HIZLTWS, Z O R LDL-C(-55+£2.2 mg/dL, 95% CI-99 to-1.2 mg/dL). & J L X 7 0 — )b
/HDL-C(-0.3+0.1%, 95% CI -0.6 to -0.1) I3 AR K EZRD N IV AT 0 —)L HDL-C, kU7
T U BIIMETICH BIRWEZ RO RN > 72 %,

Non-High density lipoprotein cholesterol (non- HDC-O) .0 L& fw DU X 7 W1 TdH 5. Kelly GA
2005) 53T —F 7T A XX D non- HDC-COEBLZ ALY T F T4 S ATHRIAEL TW5b, Z
DFEFR 225+ 178,49+26 H/BHO D+ —F > 7 T HH A XT-5.6+1.6 mg/dL (95%CI, -8.8
to -2.4 mg/dL) ® non- HDC-C{H #5827~ L /= 23,

4. 5. PR E OBREGE. [EHEHEIC 5 A 5288
MERRERICH L TEEBGEIZHWEY + —F V27 3 AR ESEZ N LT 5,

Mansi SH I B REREZ R RICHELEFZHW T+ —F 27T ZOMREI AT
T4 w7 L Ea—IT& > THILEL 7z, "musculoskeletal disorders”. ”"walking”, "pedometer” @ 7 — K
RZEITW.RCT Z AW AR Z It U7z & 25 28T IR BA B AE L 18 1% B A R e 7 & D B 4% %
REZEMRIIRCT 2172 & Tim XA S N c. BRMERBEE Z G RICL 4@ XD OB 3m L THE
7298 A DR SRFERE D ] LR RGO SN B 2 RIC L 22/ X CRRWIN BRI
Td % Roland Morris Disability Questionnaire 23 BTtk #E L 7z, MHEMRIEZ MHRICL 72 LiwsL T
¥ A (D=0.06). 3% 57 (0=0.85)., 6 73 41T (0=0.92) 72 E THERBREKEDRIIE SN D2, 25 OFERMN
5. EERERFICHTIHEGEIZHWET + —F 27 T 35 A X3HACIEEE OB TR NI R
ZHT D ML TS5,
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1

SAVENE IR AR GYE O B 7E, EEAL, REBHIHICH T A RMBEL T B0 A ZOMRIIRENTH 5.

30 HEAWNIZIE## (L9 2 Bt DI R &8 GE IS FEIC D 2 WERE TH %, Grande AT SI3 T +—F > 7
EODABEL YA ZOHMEE, BEIER IR GYE O HEl, B BEMME2 7 YL EL TSR
TXT 4 v L Ea—THEEL 7z E R B O 8, RS EEAMSILICDOWTIEIHEICERTIEH 20
FWHERTH O BRI M AL E L THRIEL ZZAMERE. 707 > &, QOLK EI3MEIMNICHE B
WENRZEDFEIHEREN /2. 2D &0 56 AR IBERIEICNTE2EABET 7 U1 X0 R
[REMT,. TEFT > ADBEICIIEICL OFAENLETH S EfEmL T,

FAE I HE S J8 3096 IR (behavioral and psychological symptoms of dementia: BPSD) MW < D DI
HREWICT A —F 0 72 BRIV XRHENTH S,

BPSD I3 E8HVEBE T E OWFITE R 2 5 A i AL EDRNLHEZFIESEIT. N5 0D
FERIBANZ PR L IO D DROFEBBEN B I RN DN, HEICXDFEMER L IGHMHEOK T
H D75 %, % Z T Thuné-Boyle IC 51ZBPSD 12T 5T+ —F > 7 2HLIC LI YA XD%)
REZATIT A v LE 21— TRIEL ZORE S D50 BE, grl, iR SIT3sR 2R Lk
DAL, ML VR UBEREICHT 2RI DN o7z T BT A XD HEPLHEITDNWTIE T4
IR ENTWIRWAY, BRI 3073 LA EDHBIT 2 TS T EZ2HERL Tnd %,

FLY RINTF—F L FTEN—F I URCBIDETNTA—F—2B8&ET B,

IN=F 2V UHRICBVWTIRBITHER TAMECRZ2ENSUNEYTF—2a >0 70r 5 .0—2k
U THITIlIZ 7D S, Mehrholz I 513/ —F >V DIFEFICHTE Ly RN T+—F 2T OFHE
KOWTIZATRT A v LVEa—%&HWTHKRIEET 5 7. 8w LA & ., 4247 A E — K (MD 0.50,
95% CI 0.17 to 0.84; p=0.003), Z k T4 KE£ (MD 0.42, 95%CI 0.00-0.84; p=0.05), #{7iE#E (MD 358m,
95% CI 289 to 426; p0.001) 72 EDHIT/INT A—F —ZHARICKEBEBL M. 157 > AICHEL TI3AER
KB R Z DN 5 7= (MD 1.06, 95% CI -4.32 to 6.44; p=0.07), RO v 7 7 7 k @ risk difference I
—0.07 (95%CI -0.18 to 0.05, p=0.70) T H@BE Ltk L T ROy 77 hDEFIED > 7z TS OFER
MOEN—F 2V VREEITHTD Ry RIIVBRITHA AR T UBITHEBR N 2 8ET 200 R &7
HIN—F 2V IROEREE, L —Z 27 HRREE, BRI I DWW TIIAATH % 4

BEEZEDINEYTF—2a L TUA—F IR ERT S

MEZEZDOUNEY T =23 >707 750 -2 LTy RN T4 —F 2 T7OMEMP L v R
I —F T NRTbITW S, Charalambous CCIZ 2N 5 DENEDOHBD 2D, S AT T4 v 7
LEa =272/, ZOME SITHREOHERUENRERDEFEZH/EL TN1D5%

Peurala SH S I ZEEZO U NEY F—2 3> 707 A KBTI+ —F 27 ML —Z 27O %
BAYTFIALACE D THRIELEZ. T IR LB NMARLERBELTYr—F 7 ML =227
WA EICHTAE — R (0=0.03). 6 23477 2 MMZ X B BTIEEED IEE (p=0.004) 28Dz T+ —F > 7
ML= 7 &' TR MAMT D MO —ME 72 B E g E & O i Tl R N3 D 2 7250 R (p=0.21)
P33 2 DITx U TN R WAIR (0€0.001) Z /R U 7z BATEEREIC DWW TIZ A B /R E 2 RO Ish > -
(2 p=0.53. B p=0.34). U+ —F > 7 ML —Z 2BV TEIE A ML A DEEDEE D
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T —F N —22FERL Y R3I ) electric assisted IR EQRRII T A —F > KL —2 TS
O7 I ADB T BN r—F >0 L =227 707 5500 NETAE— RIZBWTAaMH
(p<0.001) , HLZAMEH (D=0.04) IR WEN R Z B (0=0.45) 1355 WRIHRZH L Tz b,

4. 6. AFRLIIONT
AEFZRIDVTCRHEIN@mLTFEAERL RBBEINZDBOOHTH T+ —F 27T H A X
ERBROBWEERELD,. ROy T 7 MOFEKRELTT 4 —F VT H A LI X2 EBELIIRE
INTVEBWERD ZENGREIIEBTELDBDEEZ OGNS,

€329

FTATOT I AIZDNT

LREBL T+ —F 2T IIH YA ZONATOT T L GRECEE HIF) 28EL TWRHnHON
ENOIe DA —F T I A XDOMENBN,. HD2NEFIFHNWSREERLZLE2—REICBNT
3. INSDNATOT TLANEESN TN EEZRDMENZ EOHEO —-DIZHBT TS, 2RI
SUTHEGEH R—IS Ly RIINBEEZHWET A —F 2T T Y A AT NHATOT T LANEE
SNTHO HEHESEOEHEVHEZRL TN, ZNS6DQIENSGNMATOY SAZHEL TEMT S
FENILET DABEICIMNERETHLN, FRICEBBTELL NI+ —F 2T T 7351 XOHIR &
DHEREMIHT 2HEND D,

MEFOBREICDONT
MHELTNRVWBDZEMBHEEL T —F IV Y A XOMRELKL TWHEEITIET +—F
ST I YA XOMRIFRN LA LFHNRIECEE L /A A&+ —F 27294 XLz
BRLUTWSHAIIET 4+ —F 27 T3 ZOHRIZFHNEAICH 2, B EOHEITIIM ML ES
IO AXBREDHEDFHNTI YT A X LDOUBITENWTZ. MABEOTH VT +—F > 7 T Y4
A ZDNEIRINIS WHEEM N H D, TNHEDZEMHMBHEZED XD ITHRET 20 THEILD
Zu[REMEMNH D T EN O MBHOREICRERL L LEND 2,

RIEOHAETIIT +—F > TP A X ZOMOBEREZMA TN AT EZITV,. TNTNOEEE
PRNZZBROSE R E RCTICTHRIET 2 IXIVTFT RAA T HH A1 X 1B 7HONTH O %62, ZOFIEN
VA —F T IV YA XOIET V ABEICIEHEEAL NS,

MBIZONT

U —F LTI YA XOMENEDEND O EL T MER EDLMNEROARESIFEH#~ —
71 —Tx EDORBR, B REE )N—F 2 2IF, IR OBITIRER ENBIT 5N 2, TIUTHLU T @&
WISEME DN T 4+ —< 2 APHEIME OFBEREEFEMEFICEELZbDIIDVTIR. U+ —F > 7/ T
DA ZDONREIDIBEN ZOHHELTUTFTOZANEZSNS, ~mBHEL TRERBFHEICBVTIZ
BTN ZOHDMET L THO, o niE A#HREBIIBTILT AT = RHEEBREDON—ZT1
COEFENDPBENVHREIIBNWTIR. U —F T YA XZDHDONNR VBN AR D, 21
WU CBEICEWIEBIME 2R L TV A RBEZFICE O TR YA —F 27T H A ZON AT H F DN
HDOTIRRW, ZOWEFED X=X T A1 > DEND AIMEICBVWTRZDHEREZHENTNWD EEZ 5N S,
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TREELTR YA —F T IO YA XOEENAREDENVWNET 5ND, AHRHFEICHTHUN
EUVF—232& Ll TU4—F 2T I A X275 MLy BN EIEXNDOIEHITKD
KR7Eo77T0T7 I LhELTEBIND, ZHICHL TREEZNRICLEGE X A=Vt —F 27
IO HAZXRT VAT I —F 2T LA X RE I4—F 27 OEICEALTIREL TS HD
WBH2M ZNSEZHEL TRV DONEL . Ut —F 2T TP A ZOEITEWNAEL TSl Hetk
MD b, F-ME BHEREEZHEL TWRWVWESIZIZ.NMABEN TS TRNEDD S,

INSDIENSTA—F 2T TG A ZOHNEZRED DI AREDIEHEDOR—-Z T 1 >
ZIMEL. ZNICEDELEEBEEZEZR LU+ —F I A T 0T T LEBLRT DUEND
H5EEX B,

(it i)

U4 —F 27 T8 YA D0 MmAE R b AR L B E R RS MRE R EORREBED
BITRENA EICH L TR IET > AQBWHIRERT D, GlEDO/NT + =X AL BFEEL EDIRRIC
BOTEHRWHRERT ZEBRBN 0 HRE AR 7YY M ADORER EDWFN. U4 —F 27T
JHHA XDOMRERT EDITRMETH 5.
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