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S Ishii et al.

applicable to all disaster areas, the interindividual dif-
ferences in amount of physical activity might have been
related to whether or not they were involved in com-
munity activities or evacuation activities in the acute
period of the earthquake.

The present study was partially supported in part
by Kao research council for the study of healthcare
science,
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Re: Growing research on sarcopenia in Asia

Dear Editor,

The Editorial by Arai et al.! signifies a major advance in
sarcopenia research in Asia, and the members of the
Asian Working Group for Sarcopenia (AWGS) should
be praised for their attempt to develop an Asian con-
sensus on sarcopenia diagnosis. The Asian consensus
put forth by AWGS is similar to the European consen-
sus by the European Working Group on Sarcopenia in
Older People (EWGSOP),? and requires the measure-
ment of muscle strength (handgrip strength) and physi-
cal performance (usual gait speed) in addition to muscle
mass for the diagnosis of sarcopenia, but differs in some
important ways.”> One of the important differences is

Male (M): 977

l People aged 65 and older Female (F): 994

W@asure handgrip strength (HS) and gait speed (GS) &

| |

No low HS Low HS
Male (M): 923 (94.5%) . .
and Female (F): 890 (89.5%) (M: <26 F: < 18)
No low GS
and/or
Low GS
(M, F: =< 0.8)

!

that AWGS suggests cut-off values for each of these
three components, whereas EWGSOP proposes a cut-
off value for usual gait speed only. However, AWGS also
allows the use of a young reference group or the lowest

“quintile of sample distribution in each study to deter-

mine country- or study-specific cut-off values for grip
strength and muscle mass.* This approach is prudent
and appropriate in my view, considering the large het-
erogeneity of Asian countries and scarcity of outcome-
oriented studies in Asia.

In contrast, AWGS proposes a single cut-off value for
usual gait speed, 0.8 m/s. Gait speed is affected by muscle
strength and body composition,*® but there appears to be
cross-national differences in gait speed beyond the

Male (M): 54 (5.5%)
Female (F): 100 {10.1%)

Male (M): 3 (0.3%)
Female (F): 10 (1.0%)

1 Muscle mass (MM) measurement l

I

!

!

No Low MM

Low MM
(M: < 7.0, F1<5,7)

|

\L Figure 1 Prevalence of sarcopenia, low
muscle mass, low gait speed and low grip

r No sarcopenia ! 1 No sarcopenia l ‘

Sarcopenia

} strength according to the recommended

Male (Vi): 923 {94.5%)
Female [F): 890 (89,5%)

Male {M): 16 (1.6%)
Female (F): 26 {2.6%)

238 |  doi: 10.1111/ggi.12304

Male (M): 38 {3.9%)
Female (F): 78 (7.9%)

diagnostic algorithm of the Asian Working
Group for Sarcopenia. GS, gait speed; HS,
handgrip strength; MM, muscle mass.
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influences of muscle strength and body composition.®
Therefore, the proposed cut-off value, 0.8 m/s, might
portend different outcomes in different countries.

We are carrying out a longitudinal observational
study of community-dwelling, functionally independent
adults aged 65 years or older in Kashiwa, Chiba, Japan.”
Among 1971 study participants (977 mer, 994 women,
mean age 72.9 years), just 0.3% of men and 1.0% of
women had usual gait speed <0.8 m/s, indicating a rela-
tively low prevalence of sarcopenia (Fig. 1). The preva-
lence of sarcopenia would be 4.8% in men and 8.9% in
women using 1.0 m/s as the cut-off value for usual gait
speed. This finding suggests that a cut-off value higher
than 0.8 m/s might be more appropriate for Japanese
older aclults. Our study sample was randomly selected
using the resident register, and other studies in Japan
reported similar gait speed in older adults, supporting
the validity of our data.*'°

It is an arduous task to develop an Asian consensus
for sarcopenia, and we understand there is a compelling
need to establish uniform cut-off values to increase the
ability to generalize study findings. However, failure to
acknowledge cross-national heterogeneity and propos-
ing a single cut-off value could lead to inaccurate esti-
mation of sarcopenia prevalence and misleading results.
Therefore, we consider that the cut-off value for usual
gait speed should be study- or country-specific, until
future studies prove that a uniform cut-off value is
applicable regardless of country.
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Small Group Teaching in a psychiatric hospital for dementia

patients

Dear Editor,

In Japan, the cost of dementia, including the cost of
care, is estimated to become approximately two- to
threefold that of cancer or other major diseases within
the next 30 years.! Therefore, dementia is the most
important illness to teach medical students about in
geriatric medicine. From April 2011 to March 2014,
fifth grade medical students of Tohoku University
Medical School, approximately 100 students per year,

© 2015 Japan Geriatrics Society

visited Sendai Tomizawa Hospital, a psychiatric hospital
for dementia patients, for Small Group Teaching (SGT).
SGT, groups of five or six students, took place on
Thursday afternoon every 2 weeks as part of the geriat-
ric medical training.

From noon to 12.30 M, lecturers asked the students
of their impressions of geriatric medicine during lunch-
time. From 12.30 PM to 1.10 PM, an introductory lecture
titled “Hybrid therapy for dementia”, which means
combinational therapy of medicine and care, took place.
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Development of conversion formulae between 4-m, S-m and

6-m gait speed

Dear Editor,

Physical performance is considered an essential compo-
nent of the definition of sarcopenia and its diagnostic
strategy.! Recently, the Asian Working Group on
Sarcopenia has recommended that 6-m usual gait speed
be used for measurement of physical performance.’?
Unfortunately, the measurement method of usual gait
speed varies considerably by study, minimizing the
ability to generalize the study findings. In Japan, 5-m
gait speed has been used in several major cohort studies
in the elderly.*® In the present study, we aimed to
develop conversion formulae between 6-m and S~-m gait
speed.

Data were taken from the second year examinations
of the Kashiwa study. Briefly, the Kashiwa study is a
prospective cohort study on community-dwelling, func-
tionally independent adults aged 65 years or older living
in Kashiwa, Chiba, Japan, and the second year exami-
nation was conducted between September and Novem-
ber 2013.° All 1529 participants who underwent gait
speed measurements were included in the analysis (782
men, 747 women). Gait speed measurements were con-
ducted by instructing participants to walk over an 11-m
straight course on a flat floor at their usual speed, during
which the time was measured for both a 5-m walk (from
3-m to 8~m line) and 4-m walk (from the starting line to
4-m line) during one walk. Gait speed for both mea-
surements was calculated in m/s. The correlation
betweer. these two measurements was 0.82.

The non-parametric locally weighted scatter plot
smoothing (LOESS) method showed that the relation-
ship between 4-m gait speed and 5-m gait speed was
plecewise linear with an inflection point (change of
slope) at a 5-m usual gait speed of 1.6 m/s. The piece-
wise linear model had better fit than a simple linear
model, and the change of slope was statistically signifi-
cant (P <«0.001). We also tested if the relationship
betweer. 4-m gait speed and S-m gait speed was modi-
fied by sex, but the modification effect was not statisti-
cally significant (P = 0.22). All analyses were conducted
using SAs version 9.3 (SAS Institute, Cary, NC, USA).

© 2015 Japan Geriatrics Society
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Figure 1 Scatter plot for 4-m gait speed and 5-m gait speed, and
fitted piecewise linear relationship.

Participant characteristics (mean + standard devia-
tion) were: age 73.9%S5.5years, S-m gait speed
1.52+0.25 m/s and 4-m gait speed 1.48 +0.26 my/s.
Piecewise linear regression showed that the following
equations could be used to convert from 5-m to 4-m
gait speed:

For S-m gait speed <1.6 m/s:

4-m gait speed = 0.934 % (5-m gait speed) + 0.074
For S-m gait speed >1.6 m/s:
4-m gait speed = 0.69 x (5~-m gait speed) + 0.463

The scatter plot of 4-m and S-m gait speed, and their
piecewise linear relationship are shown in Figure 1. The
R?*=0.68.

To convert to 6-m gait speed, we substituted the
aforementioned equations for 4-m gait speed in the
formula with the R? of 0.93 from a previous study on a

doi: 10.1111/ggi. 12317 | 233
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cohort of 61 individuals,”® and obtained the following
conversion formulae,
For 5-m gait speed < 1.6 m/s:

6-ra gait speed = 0.951 % (5-m gait speed) +0.11
For 5-m gait speed > 1.6 m/s:

6-1a gait speed = 0.703 x (5-m gait speed) + 0.507
These formulae should be used with caution. The for-
mulae were derived from data on functionally indepen-
dent elderly, and might not be applicable to those with
severe functional impairment. However, the conversion
formulae for gait speed measurements developed in the
present study would help interpret findings on gait speed
and sarcopenia from studies on a similar population.
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Predictors of death among nursing home patients: A S-year

prospective study

Dear Editor,

Several studies have assessed which factors could
predict mortality in nursing home patients.’ These
predictors could help the identification of modifiable
factors, cliscussion of prognosis and goals of long-term
care.*

Within this context, Thomas et al. carried out a recent
systematic review, and found that the domains most
frequently associated with nursing care mortality were
nutrition, physical function, shortness of breath and
disease diagnosis.’

However, most studies in this area are centered in the
USA and Europe. Therefore, assessing mortality risk
factors among long-term care in other social, economic
and cultural contexts are important to provide further
evidence to this field of research. The present study
aimed to evaluate the survival rate of Brazilian nursing
home patients up to 5 years and to identify factors
associated with their mortality.

234 |  doi: 10.1111/ggi.12324

This was a S-year prospective study of residents living
in a Brazilian nursing home. Participants were evaluated
by a geriatrician who assessed the following aspects:
sociodemographic data, functional capacity (Katz
index),® comorbidities, drugs in use, time of institution-
alization, number of drugs, number of diagnosis and
S-year-mortality.

We used the Mann-Whitney test (continuous) and
x?-test (categorical) to compare patients who died or
survived in the § years (Table 1). Then, a backward
logistic regression on S-year mortality was carried out
using spss 17.0 (SPSS, Chicago, IL, USA), including
mortality as the dependent variable and all other vari-
ables as independent variables (sex, age, hypertension,
diabetes, hyperlipidemia, dementia, stroke sequelae,
depression, cardiovascular diseases, anemia, cancer,
other neurological disorders, dependency, number of
medications, number of diagnoses). Goodness of fit was
evaluated by the Hosmer-Lemeshow test. A P-value of
0.05 was used to define statistical significance.

© 2015 Japan Geriatrics Society
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Introcluction

Metabolic syndrome (MetS) is a constellation of cardiovascular
risk factors which include abdominal obesity, dyslipidemia,
hypertension and elevated glucose [1]. Insulin resistance and
chronic inflammation are considered central mechanisms respon-
sible for MetS [2] and inextricably correlate with each other to
exert dewimental metabolic effects and lead to cardiovascular
morbidity and mortality [3-3]. Accumulating epidemiological
evidence suggests that both isulin resistance and chronic
inflammation cause adverse effects on skeletal muscle. Diabetes,
or even insulin resistance without diabetes, is associated with
greater declines in skeletal muscle mass and strength [6,7]. A link
between inflammation and muscle weakness has been reported in
several studies [8,9]. Therefore, we postulate that MetS can
accelerate age-related loss of muscle mass and strength, leading to
the development of sarcopenia, a syndrome characterized by loss
of skeletal muscle mass and function with a risk of physical
disability [10]. Indeed, recent studies showed that MetS is
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associated with physical capacity impairment and increased risk
of developing physical and functional disabilities [11-13].
Several recent studies have suggested that the effects of MetS
may vary depending on age and sex. Cardiovascular risk factors,
whose adverse effects have been established in younger people,
may have different impacts in the elderly or frail population.
Obesity did not seem to be a risk factor for increased mortality in
elderly hospitalized patients with or without diabetes [14,13].
Elevated blood pressure was associated with lower mortality risk in
physically frail elderly adults who could not walk 20 feet [16].
MetS was associated with lower probability of prevalent and
incident functional disability in older adults [17]. The association
between MetS and cardiovascular events was observed only in
patients younger than 73, but not in patients aged 75 or over [18].
With regard to sex-related differences in the effects of MetS, MetS
was associated with lower muscle strength in elderly men but not
in elderly women [19]. However, data on sex- or age-related
differences in the effect of MetS on sarcopenia are still scarce.
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In the present study, we assessed the associations of MetS with
sarcopenia and its components in functionally-independent
community-dwelling Japanese older adults, and examined whether
the associations were modified by sex or age. We hypothesized
that MetS is positively associated with sarcopenia and its
components, and that the associations are more pronounced in
relatively young men. We also examined whether any of the
individual MetS components could explain the associations and if
the samme MetS components contributed to the associations across
sex anc age.

Methods

Subjects

The Kashiwa study is a prospective cohort study designed to
characterize the biological, psychosocial and functional changes
associated with aging in a community-based cohort of 2044 older
adults (J018 men, 1031 women). Those aged 75 and older
accounzed for 36.3% of men and 35.0% of women. The sampling
and data collection process has been described in detail elsewhere
[20]. Briefly, the inclusion criteria were age equal to or older than
65 years and functional independence (i.e., not requiring nursing
care provided by long-term care inswrance). The subjects were
randomly selected from the resident register of Kashiwa city,
Chiba, Japan, enrolled in 2012, and followed annually. The
current study is a cross-sectional analysis of the Kashiwa study
baseline data. Seventy three subjects who did not undergo
bioimpedance analysis (BIA), usual gait speed or hand grip
strength measurements were excluded, leaving an analytic sample
of 1971 older adults (977 men, 994 women). Those excluded from
the analysis were older compared to those included in the analysis
(mean age 73.9 years vs. 72.9 years, p=0.001), but did not
significantly differ with respect to other characteristics including
sex, height, weight, and prevalence of MetS.

The study was approved by the ethics committee of the
Graduzate School of Medicine, The University of Tokyo. All
subjects provided written informed consent.

Definition of Sarcopenia

We followed the recommendations of the European Working
Group on Sarcopenia in Older People (EWGSOP) for the
diagnostic definition of sarcopenia [10]. The proposed diagnostic
criteria required the presence of low muscle mass plus the presence
of either low muscle strength or low physical performance. Muscle
mass was measured by BIA using an Inbody 430 machine
(Biospace, Seoul, Korea). Appendicular skeletal muscle mass
(ASM) was derived as the sum of the muscle mass of the four
limbs [10]. ASM was then normalized by height in meters squared
to yield skeletal muscle mass index (SMI) (kg/ m?). SMI values
lower than two standard deviations below the mean values of
young male and female reference groups were classified as low
muscle mass (SMI <7.0 kg/m” in men, <5.8 kg/m? in women)
[21]. Muscle strength was assessed by hand grip strength, which
was measured using a digital grip strength dynamometer (Takei
Scientific Instruments, Niigata, Japan). Hand grip strength values
in the lowest quintile were classified as low muscle strength in this
study (cutoff values: 30 kg for men, 20 kg for women). Physical
performance was assessed by usual gait speed. Subjects were
instructed to walk over an 11-meter straight course at their usual
speed. sual gait speed was derived from 5 meters divided by the
time in seconds spent in the middle 5 meters (from the 3-meter line
to the 3-meter line) [22]. Usual gait speed values in the lowest
quintile were classified as low physical performance in the current
study (cutoff values: 1.26 m/s for each sex).
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Definition of metabolic syndrome

MetS was defined based on the National Cholesterol Education
Program Adult Treatment Panel 11T (NCEP-ATP III) criteria [1].
The presence of any three of the following five abnormalities
constitutes a diagnosis of MetS: (i) abdominal obesity; (i) elevated
triglycerides (T'G) with fasting plasma triglycerides =130 mg/dL;
(iii) low high density lipoprotein cholesterol (HDIL-C) with fasting
HDL-C <40 mg/dL in men and <30 mg/dL in women; (iv)
elevated blood pressure with systolic blood pressure =130 mmHg
and/or diastolic blood pressure 285 mmHg; (v) elevated fasting
plasma glucose with fasting plasma glucose =100 mg/dL.
Abdominal obesity was defined by waist circumference using the
thresholds recommended by the Japanese Obesity Society (=
85 cm in men and =90 cm in women) [1].

Waist circumference was measured at the umbilical level using a
measuring tape with the subject in an upright position. Blood
pressure was measured using a standard technique with an HEM-
7080IT automated measuring device (Omron Co., Tokyo, Japan).
Blood samples were obtained after an overnight fast. Total
cholesterol, HDL-C and TG were analyzed by enzymatic methods
using a JCGA-BM8060 automated analyzer (Japan Electron Optics
Laboratory Ltd., Tokyo, Japan). Fasting plasma glucose level was
measured using a JCA-BM9030 automated analyzer (Japan
Electron Optics Laboratory Ltd.).

Other measurements

Demographic information, medical history of doctor-diagnosed
chronic conditions, use of medication, and food intake were
obtained using a standardized self-reported questionnaire. Physical
activity was assessed using the Global Physical Activity Question-
naire, and metabolic equivalents (METs)-minute per week swas
computed [23]. Height and weight were measured with the subject
wearing light clothing and no shoes using a fixed stadiometer and
a digital scale, and used to compute body mass index (BMI).

Statistical Analysis

Differences in subject characteristics between those with and
without sarcopenia were examined using Student’s t-test or
Wilcoxon rank-sum test (for continuous variables) and chi-square
test (for categorical variables).

First, we employed logistic regression analysis to evaluate the
association of MetS with sarcopenia. Our preliminary analysis
suggested that the association of metabolic syndrome with
sarcopenia was modified by sex (p<<0.01), and therefore the
following analyses were stratified by sex.

The model was initially adjusted for age only (model 1). We
added height and weight to remove the confounding effect of body
size (model 2). We then further adjusted for life-style risk factors for
both sarcopenia and MetS, including physical activity and food
intake (model 3). In the fully-adjusted model, the interaction
between MetS and age was examined to test the hypothesis that
the effect of MetS on sarcopenia varies by age.

To test if any MetS component could explain the MetS-
sarcopenia association, we initially fitted a fully-adjusted logistic
regression model to examine the association between each
component of MetS and sarcopenia, followed by other logistic
regression models between MetS and sarcopenia adjusted for
MetS components.

Second, to examine the association of MetS with each
component of sarcopenia (i.e., muscle mass, grip strength and
usual gait speed), we employed multiple linear regression models.
If the association between MetS and any one of the sarcopenia
components was statistically significant, another multiple linear
regression model with MetS components as independent variables
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Table 1. Characteristics of all subjects and according to sarcopenia status in men and women.
All Sarcopenia No sarcopenia P

Men 977 139 (14.2%) 838 (85.8%)
Age (years) 73.1%55 78.4*55 72.2%£5.0 <0.001
Height {cm) 164.2+58 160.0=5.6 164.9::55 <0.001
Weight (kg) 62.8+8.6 541%7.2 643+80 <0.001
BMI kg/m?) 233x28 21.1x25 23626 <0.001
SMI (kg/m?) 7.28%£0.68 6.34x0.48 7.44£0.58 : <.0.001
Hand crip strength {kg) 34.8x6.0 275%43 36.0£53 <0.001
Usual gait speed (m/s) 1.47+0.26 1.28£0.24 1.51£0.24 <0.001
MetS 43.6% 36.0% 44.9% 0.048
MetS components

Abdorminal obesity 55.5% 36.0% 58.7% <0.001

High TG 22.7% 21.6% 22.9% 0.73

Low HDL-C 21.4% 20.9% 21.5% 087

High BP 90.4% 88.5% 90.7% 041

High FPG 51.0% 53.2% 50.6% 0.56
Food intake

Very large 2.9% 14% 3.1% <0.001

Large 15.3% 58% 16.8%

Normal 65.4% 58.3% 66.6%

Small 14.4% 30.2% 11.8%

Very small 2.1% 4.3% 1.7%
Physical activity (Mets) 3962.9+3981.0 3191.7£36122 4090.8£4026.7 0.01
Medical history

Hyperiension 47.2% 51.1% 46.5% 0.32

Diabztes 15.4% 18.0% 14.9% 0.36

Dyslipidemia 29.8% 31.7% 29.5% 0.60

Stroke 7.2% 12.2% 6.4% 0.01

CAD 8.0% 11.5% 7.4% 0.10

Cancer 19.0% 26.6% 17.8% 0.01
Medication use

Statin 17.6% 18.7% 17.4% 0.71
Women 994 220 (22.1%) 774 (77.9%)
Age {years) 72.8x5.4 76.258 718249 <0.001
Height (cm) 151.4%55 1482*5.6 152.3+5.1 <0.001
Weight {kg} 515277 46457 529+76 <0.001
BMI (kg/m?) 225+32 211226 228+32 <0001
SMI tkg/m?) 5.84*0.65 5.25x0.41 6.020.60 <0.001
Hand grip strength (kg) 22439 18.4%3.2 23.6%3.3 <0.001
Usual cait speed tkg) 1.46*0.26 1.26£0.26 1.51>0.23 <0.001
MetS 28.9% 23.6% 30.4% 0.052
MetS components

Abdominal obesity 24.0% 14.6% 26.7% <0.001

High TG 17.9% 16.4% 18.4% 0.50

Low HDL-C 36.6% 33.2% 37.6% 0.23

High BP 84.2% 87.3% 83.3% 0.16

High FPG 33.7% 34.1% 33.6% 0.89
Food intiske

Very lzrge 2.0% o 14% 2.2% <0.001
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All Sarcopenia No sarcopenia p

Men a77 139 (14.2%) 838 (85.8%)

Large 13.1% 9.6% 14.1%

Normal 72A% 64.1% 74,8%

Small 11.2% 20.9% 8.4%

Very small 1.3% 4.1% 0.5%
Physicel activity (Mets) 37227434295 2748.02825.0 4000.0%3535.6 <0.001
Medical history

Hypertension 39.8% 45.9% 38.1% 0.04

Diabetes 8.8% 82% 8.9% 073

Dyslipidemia 46.9% 45.5% 47.3% 0.63

Stroke 4.7% 5.9% 4.4% 0.35

CAD 4.9% 5.5% 4.8% 0.68

Cancer 11.2% 11.8% 11.0% 073
Medication use

Statin 30.3% 29.1% 30.6% 0,66

rounding.

lipoprotein cholesterol; BP, blood pressure; FPG, fasting plasma glucose,
doi:10.137V/journal.pone.0112718.t001

instead of MetS was conducted to evaluate the association between
MetS components and the sarcopenia component. Finally, each
component of MetS was introduced as a covariate to the multiple
linear regression model between MetS and the sarcopenia
component to test if the MetS component could explain the
association between MetS and the sarcopenia component.
Considering that the number of combinations between MetS
components and sarcopenia components is quite high, the analyses
between MetS components and sarcopenia components were
considered supplemental and carried out only when the associa-
tion between MetS and any of the sarcopenia components was
statistically significant, in order to decrease the possibility of
finding associations that were significant just by chance alone.

There were no missing values of any variable in the entire
analytic sample.

Mean end standard deviation are shown for continuous variables, and proportions as percent for categorical variables. Percentages may not add up to 100 because of

Abbreviations: BMI, body mass index; SM, skeletal muscle mass index; MetS, metabolic syndrome; TG, triglycerides; CAD, coronary artery disease; HDL-C, high density

All analyses were conducted using SAS version 9.3 (SAS
Institute Inc., Cary, NC) and R statistical software version 2.15.2
(R Foundation, Vienna, Austria). Two-sided p<<0.05 was consid-
ered statistically significant.

Results

Subject characteristics

The prevalence of sarcopenia was 14.2% in men and 22.1% in
women, and 43.6% of men and 28.9% of women were classified as
having MetS. The characteristics of the study subjects by the
sarcopenia status in each sex are shown in Table 1. Those with
sarcopenia were older and had smaller body size compared with
those without sarcopenia in each sex. Those with sarcopenia were
physically less active and had smaller food intake in each sex. The
prevalence of MetS was higher in those without sarcopenia, but

Table 2. Adjusted associations of metabolic syndrome with sarcopenia in men and women.

Men Women

OR {95% CI) P OR {95% Cl) P
Model 1 0.58 (0.38, 0.87) 0.008 0.55 (0.38, 0.79) 0.001
Model 2 2,05 (1.21, 347) 0.007 1.06 {0.69, 1.65) 0.7%
Model 2 2.08 (1.22, 3.54) 0.007 1.03 (0.66, 1.61) 0.89
Model 3a 1.49 (0.80, 2.76} 0.21 1.02 (0,57, 1:85) Q.94
Model 3b 4.99 (1.73, 14.40) 0.003 1.03 (0.52, 2.04) 0.93

Abbreviations: OR, odds ratio; Cl, confidence interval.

Model 1: adjusted for age.

Model 2: adjusted for age, height and weight.

Model 3: adjusted for age, height, weight, physical activity and food intake.

doi:10.1371/journal.pone.0112718.1002
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Model 3a: Adjusted for the same covariates as in Model 3, restricted to those aged 75 or over.
Model 3b: Adjusted for the same covariates as in Model 3, restricted to those aged 65 to 74.
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Figure 1. Fully adjusted odds ratio and 95% confidence
interval of sarcopenia by individual metabolic syndrome
components in all subjects and according to age group. Black
bars: all subjects, dark-gray bars: subjects aged 65 to 74 years, light-gray
bars: subjects aged 75 years or over. All models are adjusted for age,
height, weight, physical activity and food intake. AQ, abdominal
obesity; TG, elevated triglycerides; HDL, low high density lipoprotein;
Glu, elevated fasting plasma glucose; BP, high blood pressure. A) Men.
B) Women.

doi:10.1371/journal.pone.0112718.g001

the difference was significant only in men (p = 0.048 in men, 0.052
in women). Among the five MetS components, abdominal obesity
was significantly more prevalent in those without sarcopenia in
each sex.

Association between MetS and sarcopenia

In nultiple logistic regression adjusted for age, MetS was
significantly associated with decreased risk of sarcopenia in each
sex (Table 2, Model 1). However, after additional adjustment for
body size (i.e., height and weight), MetS was significantly
associated with increased risk of sarcopenia in men, while the
association between MetS and sarcopenia became non-significant

PLOS ONE | www.plosone.org
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in women (Table 2, Model 2). Further adjustment for life-style risk
factors had little effect on the association (Table 2, Model 3.
Exclusion of subjects who did not meet the criteria for M<S but
had one or two MetS components (i.e., comparing those with
MetS and those with 70 MetS component) yielded stronger MetS-
sarcopenia association in men (OR 8.23, 95% CI 2.17-31.37,
p =0.002), but the association remained non-significant in women
(OR 1.10, 95% CI 0.48-2.94, p=0.83). In the fully adjusted
model, the interaction between MetS and age was statistically
significant in men (p = 0.02), suggesting that the effect of MetS on
sarcopenia may vary by age. We then divided the subjects into two
groups according to age: “young old” (65-74 years) and “old old”
(=75 years). The characteristics of the subjects by the sarcopenia
status in each subgroup (young-old and old-old) are shown in
Table S1. In the age-stratified analysis, MetS was significantly

associated with sarcopenia in “young old” men only (Table 2,
Model 3b).

Associations of MetS components with sarcopenia

Multiple logistic regression models demonstrated that, of the
five MetS components, only abdominal obesity was significantly
associated with increased risk of sarcopenia in men (odds ratio
[OR] 2.98, 95% confidence interval 1.55-5.63, p=0.001) while
none of the MetS components was significantly associated with
sarcopenia in women (Figure 1). Abdominal obesity was signifi-
cantly and independently associated with sarcopenia in men in the
model including all five MetS components simultaneously (OR
2.89, 95% CI 1.51-5.53, p = 0.001). When abdominal obesity was
added as a covariate to the logistic regression model between MetS
and sarcopenia, the MetS-sarcopenia association became statisti-
cally non-significant (p=0.12), suggesting that the MetS-sarcope-
nia association was mainly mediated by abdominal obesity. In the
age-stratified analysis, abdominal obesity and elevated TG were
significantly associated with sarcopenia (OR 6.22, 95% GI 1.82—
21.22, p=0.004 and OR 3.37, 95% CI 1.23-9.28, p=0.02,
respectively) in young-old men, but no significant associations were
observed between MetS components and sarcopenia in old-old
men or women. Abdominal obesity and elevated TG remained
significantly associated with sarcopenia in young-old men in the
model including all five MetS components simultaneously (OR
6.32, 95% CI 1.81-22.06, p = 0.004 and OR 3.30, 95% CI 1.19—
9.13, p=0.02, respectively). Addition of abdominal obesity and
elevated TG to the model between Met$S and sarcopenia in young-
old men made the MetS-sarcopenia association statistically non-
significant (p = 0.13).

Associations of MetS$ with sarcopenia components

In fully-adjusted multiple linear regression models, MetS was
associated with lower grip strength in each sex and lower muscle
mass in men (Table 3). When analysis was stratified by age, the
inverse associations of MetS with muscle mass and grip strength in
men remained significant except for the association between MetS
and muscle strength in the old-old group, which became
statistically non-significant (Table 3). In women, the inverse
association between MetS and grip strength was observed in the
old-old group only. The association between MetS and muscle
mass became significant in old-old women in the aye-stratified
analysis.

In the subsequent supplementary analysis, abdominal obesity
was significantly associated with lower grip strength in each sex
and with lower muscle mass in men (Table $2). In addition, low
HDL-C was associated with lower grip strength, and high TG was
associated with lower muscle mass in men. These associations
observed in men were significant in the young-old group only in
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Table 3. Adjusted associations of metabolic syndrome with individual sarcopenia components in all subjects and according to age

Men

Women

beta (95% Cl)

p beta (95% CI) P

Skeletal muscie mass index

All ~0.14 (~0.20, —0.09) <0.001 =0.05 {~0.10, 0.007} 0.09
Old-old ~0.13 (—0.24, —0.03) 0.009 =010 (~0.19, —0.005) 0.04
Young-old ~0.15 {~0.22, —0.08) <0.001 —0.02 {~0.09, 0.05) 0.57
Grip strength

All —0.98 {—~1.68, ~0.28) 0.006 ~0.61 {—~1.11, —0.10} 0.02
Old-old —0,65 (—1.76, 0.45) 0.25 —0.84 (—1.64, —0.05) 0.04
Young-old ~1.26 {(—2.17, —0.34) 0.007 —0.38 (—1.04, 0.27} 0.25
Usual gait speed

All ~0.02 {-0.06, 0.01} 0.22 —~0.0% {(—~0.05, 0.02) 0.55
Old-old ~0.006 (—0.06, 0,05) 083 -0.03 (-0.08, 0.03) 0.36
Young-old -0.03 (-0.07, 0.009) 0.13 0.004 (-0.04, 0.05) 0.86

Abbreviations; Cl, confidence interval,

doi:10.1371/journal.pone.0112718.1003

the age-stratified analysis, For women, the only significant
association observed was between high TG and lower muscle
mass in the old-old group.

The association between MetS and grip strength became
statistically non-significant after introduction of abdominal obesity
into the model in each age group and sex. The introduction of
abdominal obesity attenuated the association between MetS and
muscle mass (i.e., decreased the magnitude of the regression
coefficient) in each age group and sex by more than 10%, more
markecly than did any other MetS component, consistent with
abdominal obesity dominating the association of MetS with
sarcopenia components (data not shown).

Discussion

In this cross-sectional analysis of 1971 functionally-independent,
community-dwelling adults older than 65, MetS was associated
with increased risk of sarcopenia, particularly in “young-old” men
(aged 55 to 74), after adjustment for potential confounders
including body size. Without adjustment for body size, MetS
was associated with decreased risk of sarcopenia, suggesting that
body size can confound the association between MetS and
sarcopenia and should be taken into account when considering the
impact of cardiovascular risk factors on muscle.

We demonstrated that MetS was associated with lower muscle
mass and lower muscle strength, but the effects varied by sex and
age. The adverse effects of MetS on muscle mass and strength
were mainly observed in the young-old group for men. In stark
contrast, women were mostly insusceptible to adverse effects of
MetS on muscle, except for the marginally statistically significant
associations of MetS with muscle mass and strength in the old-old
group (age 75 or older). The mechanisms underlying the age- and
sex-related differences in. the associations between MetS and
muscle mass/strength need to be explored in future research, but
possible explanations may include the effects of sex hormones on

PLOS ONE | www.plosone.org

*All the models were adjusted for age, height, weight, physical activity and food intake.
*The young-old group refers to those aged 65 to 74 and the old-old group to those aged 75 or older.

skeletal muscle. MetS is associated with lower testosterone level
[24]. Considering that testosterone is positively related to muscle
strength [25], it is conceivable that one of the pathways through
which MetS exerts its adverse effects on muscle is via testosterone.
Since testosterone decreases with age [26] and is lower in women
than in men, younger men, with relatively high levels of
testosterone, may be especially vulnerable. Another possible
explanation is cytokines secreted by adipose tissue, so-called
adipokines. Adipose tissue produces and releases adipokines such
as adiponectin and leptin as well as pro-inflammatory cytokines
such as IL-6 [27]. Skeletal muscle is an important target tissue for
these molecules, and circulating levels of such molecules are
influenced by the amount of adipose tissue as well as age and sex
[28,29].

Several studies have reported an inverse association between
MetS and muscle strength in younger men and women [30,31].
One small cross-sectional study of older adults revealed an inverse
association between MetS and muscle strength in men, but not in
women [19]. This study also demonstrated that the association
between MetS and muscle strength was more pronounced in men
aged 65-74 compared to men aged 75 or older, consistent with
our findings. Low muscle mass, with or without the presence of
obesity, is associated with MetS in younger men and women [32-
34]. Several studies in older adults showed an inverse association
between MetS and muscle mass [35,36], but these studies did not
assess men and women separately.

We also demonstrated that the observed associations of MetS
with the summary definition of sarcopenia or its individual
components were mainly driven by abdominal obesity regardless
of sex and age. Neither high BP nor elevated FPG showed a
statistically significant association with sarcopenia or its compo-
nents. Only a few studies have assessed which MetS components
are main contributors to the association between MetS and the
summary definition of sarcopenia or its components. An inverse
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association between MetS and physical performance was found in
the cross-sectional analysis of a large-scale cohort study of older
men, with obesity having the highest regression coefficient on
physical performance among five MetS components [37].
Likewise, another large-scale cohort study of older adults found
an association between MetS and poor physical performance, with
abdom:nal obesity explaining the largest fraction of the variation
in physical performance [38]. Our findings confirmed these
previous studies and additionally demonstrated that abdominal
obesity may be the main contributing factor for the associations of
MetS with sarcopenia and its individual components regardless of
sex and age, suggesting that there is a common mechanism
underlying the adverse effects of MetS on muscle, for which
abdominal obesity may partly be a marker, and that additional
factors are at play causing sex- and age-related differences.
Visceral fat accurnulation, or abdominal obesity, is hypothesized to
play an essential role in the development of MetS, given its
propensity to cause insulin resistance, chronic inflammation and
lower acliponectin levels [39-42]. All these factors may also be
involved in the pathophysiological process of development of
sarcopenia [6-9,28], and we postulate that abdominal obesity may
represent a clinical phenotype that is associated with increased risk
of developing both MetS and sarcopenia. This study had several
limitations. First, it could not be free of unmeasured or
uncontrolled confounders due to its observational nature. In
addition, since this study was cross-sectional, we could not infer a
causal relationship between MetS and sarcopenia. Low muscle
mass is associated with physical inactivity [10] and insulin
resistance [43], and therefore could lead to the development of
MetS. We speculate that, in reality, sarcopenia and MetS are
deeply intertwined and cause adverse effects on each other,
leading to frequent co-existence of these two syndromes. Second,
medical history, use of medication and food intake were self-
reported. Even though we used a standardized questionnaire,
reporting bias was possible. Third, we did not collect information
on or adjust for food composition such as total calories, which may
confound the sarcopenia-MetS association. Finally, since the
subjects were exclusively functionally-independent Japanese older
adults, our findings may not be able to be generalized to older
adults from other racial/ethnic groups.

In conclusion, this study comprehensively examined the
associations of MetS with sarcopenia and its individual compo-
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Guidance statement on appropriate medical services for

the elderly

Shinya Ishii, Taro Kojima, Kiyoshi Yamaguchi and Masahiro Akishita on behalf of the
study group of the Ministry of Health, Labour and Welfare®
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Preface: need for guidance statement

With the increase in the elderly population, particularly
those aged over 75 years,' there is an increasing demand
for geriatric medicine services. However, providing
proper medical care for the elderly remains difficult for
care providers. There are several reasons: compared
with their younger counterparts, elderly patients tend to
have different clinical symptoms of diseases and differ-
ent responses to treatment as a result of underlying
physiological changes associated with aging; elderly
patients may have multiple chronic conditions** and
require a higher number of medications, which
increases the risk of unexpected drug interactions and
adverse drug reactions;** clinical guidelines specifically
developed for elderly patients are still scarce,” and the
application of clinical guidelines intended for younger
patients may not necessarily result in better outcomes
for the elderly.'®'? This guidance statement is aimed at
helping care providers understand the basic concepts of
geriatric medicine and provide proper medical care for
the elderly, avoiding either over- or undertreatment.'®

How to apply the guidance statement

The guidance statement outlines points to be consid-
ered or. providing medical care to the elderly and the
required basic competencies for care providers.
Although the guidance statement was initially devel-
oped for physician use, other professions involved in the
care of the elderly may utilize the guidance statement.
The guidance statement is not intended to replace exist-
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ing clinical guidelines for specific conditions, but to
impart the basic principles underlying geriat: .c medical
care in actual medical settings. We recommend applying
the principles set out in this guidance statement when
making treatment decisions, particularly when clinical
guidelines are notaimed at elderly patients or guidelines
are contradictory to each other.

1. Multiple morbidity and heterogeneity
of the aged

e Care providers should understand biological, physical

and social function, and the living environment.

1.1. There is considerable interindividual heterogeneity
in the aging process, and the effects of aging on
physical, mental and social function also vary
greatly from person to person (aged heterogene-
ity)."* The prevalence of many chronic conditions
including lifestyle-related diseases increases with
aging, and hence elderly persons may have multiple
chronic conditions, or “multimorbidity”.** There-
fore, in providing medical care to elderly persons,
care providers should focus more on their role as a
primary care provider to offer comprehensive man-
agement, taking into account all relevant medical
conditions.

1.2. The elderly have substantial individual differences
in physical, mental and social functions, and may
present with atypical signs and symptoms when
they fall ill."*7¢ It is imperative to keep such het-
erogeneity in mind and carry out comprehensive
geriatric assessment to evaluate physical, mental
and social aspects individually.’ In addition,
medical and biological factors, as well as social-
environmental factors, affect the course of medical
conditions in the elderly, which highlights the
importance of understanding the living environ-
ment, " customs, financial situation, family and
social relationships in order to weigh such factors
and individualize medical care.
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