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Abstract

Background: Toe flexor muscles play an important role in posture and locomotion, and poor toe flexor strength is
a risk factor for falls. In this cross-sectional study, we estimated the age-related change in toe flexor strength and
compared it with that of handgrip strength. Independent factors predicting toe flexor and handgrip strength were
also determined.

Methods: A total of 1401 male (aged 35–59 years) study participants were divided into five groups according to
their chronological age; 35–39, 40–44, 45–49, 50–54, and 55–59 years. Toe flexor and handgrip strength,
anthropometry, and resting blood pressure were measured. Fasting blood samples were collected to measure
blood glucose, triglycerides, high- and low-density lipoprotein-cholesterols, and albumin. A self-administered
lifestyle questionnaire was conducted.

Results: Decline in absolute toe flexor and handgrip strength began in the age groups 50–55 and 55–59 years,
respectively. In comparison to the mean values of the youngest group, relative toe flexor strength (87.0 ± 26.6%)
was significantly lower than handgrip strength (94.4 ± 13.1%) for the oldest group. Multiple regression analyses
showed that independent factors predicting both toe flexor and handgrip strength were lean body mass, age,
serum albumin, drinking habit, and fat mass. Additionally, fasting blood glucose, diastolic blood pressure, sleeping
time and exercise habit were predicting factors of toe flexor strength but not of handgrip strength.

Conclusions: Age-related reduction in toe flexor strength was earlier and greater than handgrip strength, and toe
flexor strength reflects body composition and metabolic status.
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Background
The foot is the only part of the human body that comes
into contact with the ground during gait and upright
stance, and it can be speculated that the toe plays an im-
portant role in stabilizing posture during standing and
locomotive activities, such as walking and running [1].
Toe flexion is an action produced by activity of plantar
intrinsic (flexor hallucis brevis, flexor digitorum brevis,
and lumbricals pedis) and extrinsic (flexor hallucis
longus and flexor digitorum longus) muscles [1]. Toe
flexor muscles are associated with arch support [2],

posture stability [3], locomotive activity [4–6], jump per-
formance [7, 8], and amount of physical activity [9].
Moreover, poor toe flexor strength is a risk factor for
falls in the older individuals [10, 11]. Toe flexor strength
is positively correlated with knee extensor strength [12].
Toe flexor strength measurement is assumed to be a
quick, easy, and inexpensive way to estimate lower limb
muscle strength. Thus, measurement of toe flexor
strength would be useful in monitoring physical func-
tions and activities of daily living. However, little is
known regarding the factors associated with toe flexor
strength.
Skeletal muscle functions and volume reduce with age

[13, 14], and the rate of such reductions differ between
regions and muscles. Skeletal muscle strength and
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volume of the lower body decrease faster than those of
the upper body [15–17]. The rate of the age-related re-
duction seen differ between flexor and extensor muscle
strength and volume [18, 19]. In addition, the pattern
of age-related reduction in muscle force varies consid-
erably [16, 20].
Toe flexor strength also decreases with age [3, 21].

The percentage difference in toe flexor strength between
older men aged 65–88 years and young men aged 18–23
years (55.2% of young men) is lower than that for hand-
grip strength (79.2% of young men), suggesting that loss
of toe flexor strength occurs earlier compared with loss
of handgrip strength [12]. However, the pattern of re-
duction during middle age remains unclear.
Poor skeletal muscle strength increases the risk of

death and several diseases in the middle-aged and older
individuals. Handgrip strength has been measured in
many epidemiological studies showing that poor hand-
grip strength is associated with all-cause and cardiovas-
cular mortality [22–24], heart disease [23, 24], stroke
[23, 24], diabetes mellitus [25, 26], hypertension [25],
metabolic syndrome [27], cognitive decline [28], and
cancer [23]. However, handgrip strength does not relate
to physical activity level, whereas lower limb muscle
strength, including toe flexor and knee extensor, signifi-
cantly reflect it [21, 29]. Low physical activity level is an-
other risk factor for death and several health-related
problems [30]. Taken together, it is likely that toe flexor
strength is a better marker of several diseases than hand-
grip strength.
Based on this information, we designed this study to

clarify the essential properties such as age-related
change and predictors of toe flexor strength. In the
present cross-sectional study we estimated and com-
pared age-related changes in toe flexor and handgrip
strength in middle-aged men. We further investigated
which factors concerning medical, anthropometrical, and
life style-related parameters predicted toe flexor and
handgrip strength.

Methods
Study design and population
The present study was performed as part of the baseline
survey of the Toyota Motor Corporation Physical Activ-
ity and Fitness Study (TMCPAFS), conducted from Oc-
tober 2015 to January 2016. Participants in the baseline
study were 1410 Japanese male employees, aged 35–59
years of the Toyota Motor Corporation, Toyota, Aichi,
Japan. Nine individuals were excluded because of incom-
plete data; thus, 1401 participants were included in the
current study. All participants received annual medical
examinations in accordance with the Industrial Safety
and Health Law of Japan. Employees were required by
law to participate and all clinical data were supplied as

medical examination data. The study was conducted in
accordance with the Declaration of Helsinki. The study
protocol was approved by the Ethics Committee in the
Toyota Memorial Hospital. All of the subjects provided
consent for participation in this study.

Medical examinations
After an overnight fast of at least 11 h, subjects under-
went examinations including anthropometry, resting sys-
tolic and diastolic blood pressures (SBP and DBP,
respectively) measurements, and blood chemistry ana-
lyses. Height, body mass (BM) and percentage of body
fat (%fat), determined by bioelectrical impedance, were
measured using an automated measuring instrument
(BF-220; Tanita, Tokyo, Japan). Fat mass (FM) was calcu-
lated as the multiplication of BM by %fat/100, and lean
body mass (LBM) was calculated as the subtraction of
FM from BM. Body mass index (BMI) and lean BMI
(LBMI) were calculated as BM and LBM divided by
height squared, respectively. Waist circumference (WC)
was measured at the level of the umbilicus in a standing
position while breathing normally (at the end of expir-
ation while breathing gently). Fasting blood samples
were drawn from seated participants from the antecubi-
tal vein. Fasting blood glucose (FBG) was measured by
the hexokinase-glucose-6-phosphate dehydrogenase
method (Eiken Chemical Co, Ltd, Tokyo, Japan). Con-
centrations of triglycerides (TG) were measured by en-
zymatic colorimetric analysis (JSCC and ReCCS
standard method). High- and low-density lipoprotein-
cholesterols (HDL-C and LDL-C, respectively) were
measured with the chemically modified enzyme method
(Metaboredo®HDL-C and metaboredo®LDL-C; Kyowa
Medex Co, Ltd, Tokyo, Japan). Total proteins were mea-
sured in accordance with a burette method. Serum albu-
min was assayed with modified bromocresol purple
method. In addition, a self-administered questionnaire
was conducted to assess level of 30 min or more of exer-
cise (none, 1; 1 time/week, 2; 2–6 times/week, 3; every
day, 4), smoking (never, 1; former, 2; current, 3) and al-
cohol (none, 1; sometimes, 2; ~3 times/week, 3; every
day, 4) habits and sleeping time.

Measurements of muscle strength
Toe flexor strength was measured using a toe grip dyna-
mometer (T.K.K. 3364, Takei Scientific Instruments Co.,
Ltd, Niigata, Japan) (Fig. 1a). The intraclass correlation
coefficients (ICCs) of this apparatus in middle-aged men
(40–59 years) are previously described, and ICC (1.1), as
an intrarater reliability of single measure, and ICC (2.1),
as an interrater reliability of single measure, are 0.88 and
0.97, respectively [31]. The ICC scores from 0.8 to 1.0
are almost perfect agreement [32]. Measurement of toe
flexor strength is illustrated in Fig. 1b. Subjects sit on a

Suwa et al. Journal of Foot and Ankle Research  (2017) 10:15 Page 2 of 9



chair with their trunk in the vertical position and hip
and knee joints flexed at approximately 90° with the
ankle joint in a plantargrade (at approximately 90°). The
first proximal phalanx of the foot is positioned on a grip
bar and heel position is fixed using a heel stopper and
immobilization belt (Fig. 1b). After sufficient training tri-
als, toe flexor strength is measured twice. Measurements
were performed on both right and left toes, and the
mean maximum force of each toe was used in subse-
quent analyses.
Handgrip strength was measured using a handgrip

dynamometer (T.K.K. 5401; Takei Scientific Instru-
ments). Measurements were made in duplicate in each
hand, and the mean maximum force of each hand was
used in analyses.

Statistical analysis
Data are expressed as mean ± standard deviation (SD).
Participants were divided into five groups according to
their chronological age, 35–39, 40–44, 45–49, 50–54,
and 55–59 years, to analyze age-related changes in toe
flexor and handgrip strength. One-way analysis of vari-
ance (ANOVA) was used to compare mean values be-
tween the five groups. The significance of between-
group differences was determined using Tukey post hoc
testing if the overall ANOVA was significant. Lifestyle
differences between the five groups, including exercise
(none, or more than one times/week), and drinking
(none, or sometimes and more) and smoking (never,
former, or current) habits, were compared using a chi-
square test. The significance of between-group differ-
ences was also determined by chi-square test with se-
quentially rejective Bonferroni correction of significance
levels. To compare relative changes from the mean
values of the youngest age group between toe flexor and
handgrip strength, two-way ANOVA (toe flexor or hand-
grip × age group) was used. Additionally, to compare
relative values of muscle strength from the mean values
of the youngest group between toe flexor and handgrip

strength in each age group, we used a paired t–test. To
predict the factors associated with toe flexor and hand-
grip strength, univariate correlation analyses and step-
wise multiple regression analyses were performed.
Variables for the stepwise linear regression model were
selected on the basis of correlation analyses and in-
cluded variables considered to be related to muscle
strength [25, 33–38]. Height, BM and WC were not in-
cluded in multiple regression to analyze the effects of
adipose tissue and other tissues separately and also be-
cause they were highly correlated (r ≥ 0.60) with LBM
and/or FM.
Differences were considered significant when P <

0.05. SPSS software (Version 23.0 for Windows, SPSS,
Inc., Chicago, IL, USA) was used for all statistical
analyses.

Results
Characteristics of the participants
Table 1 shows participant characteristics according to
age group, including anthropometry, medical examin-
ation data, and lifestyle. ANOVA or chi-square test
indicated significant differences between the groups
(P < 0.05), with the following exceptions: %fat, FM,
HDL-C, total protein, drinking habit, or current
smoking.

Muscle strength according to age
Table 2 shows the absolute values and relative values
to BM or LBM of toe flexor and handgrip strength.
Both toe flexor and handgrip strength were reduced
with age. Reduction of the absolute toe flexor
strength occurred first in the group aged 50–54 years,
whereas a reduction in handgrip strength occurred
first in the group aged 55–59 years. Reductions in toe
flexor and handgrip strength relative to BM or LBM
were both seen first in the group aged 40–44 years,
and reductions in both strengths relative to LBM fur-
ther proceeded in the group aged 55–59 years.

Fig. 1 Measurement of toe flexor strength. a the toe grip dynamometer and parts of the instrument. b test of toe flexor strength using a toe
grip dynamometer. The subject sits on a chair with their trunk in the vertical position and hip and knee joints flexed at approximately 90°. One
foot is placed on the dynamometer, and the first proximal phalanx of the foot is positioned on a grip bar with the heel position fixed using a
heel stopper and immobilization belt
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Correlation coefficients between age and toe flexor
strength, toe flexor strength/BM, toe flexor strength/
LBM, handgrip strength, handgrip strength/BM, and
handgrip strength/LBM were r = –0.185, –0.167, –
0.174, –0.152, –0.111, and –0.129, respectively (P <
0.001). Correlation coefficients between toe flexor and
handgrip strength in absolute values and values rela-
tive to BM and LBM were r = 0.339, 0.415, and 0.309
(P < 0.001), respectively.

Figure 2 indicates the relative differences of toe flexor
and handgrip strength from the youngest age group.
Both age and muscle strength type effects indicated sig-
nificance by two-way factorial ANOVA (P < 0.001). Add-
itionally, an interaction effect was also observed (P <
0.001). Relative values of toe flexor strength in the
groups aged 40–44, 50–54, and 55–59 years were signifi-
cantly lower than those of handgrip strength. Relative
toe flexor and handgrip strength in the group 55–59

Table 1 Characteristics of the study participants by age group

Total 35–39 years 40–44 years 45–49 years 50–54 years 55–59 years Pa

N = 1401 315 198 140 343 405

Age (years) 48.0 ± 8.1 36.0 ± 1.4 42.3 ± 1.8* 47.5 ± 0.5*† 51.6 ± 0.5*†‡ 57.2 ± 1.8*†‡§ < 0.001

Height (cm) 170.5 ± 5.9 171.5 ± 5.7 172.4 ± 5.5 171.3 ± 5.3 170.0 ± 6.0*† 168.9 ± 5.9*†‡ < 0.001

BM (kg) 67.9 ± 10.1 67.2 ± 10.2 70.0 ± 10.2* 68.9 ± 8.9 67.8 ± 9.9 67.3 ± 10.5† 0.012

%fat (%) 22.4 ± 5.6 22.1 ± 5.8 22.7 ± 5.5 22.6 ± 4.7 23.0 ± 5.9 22.1 ± 5.4 0.162

LBM (kg) 52.3 ± 5.5 51.9 ± 5.1 53.7 ± 5.4* 53.1 ± 5.0 51.9 ± 5.5† 52.0 ± 5.8† < 0.001

FM (kg) 11.8 ± 3.6 11.5 ± 3.7 12.3 ± 3.6 12.0 ± 3.1 12.0 ± 3.6 11.6 ± 3.5 0.101

BMI (kg/m2) 23.4 ± 3.3 22.8 ± 3.3 23.5 ± 3.3 23.5 ± 2.6 23.5 ± 3.2 23.6 ± 3.4 0.018

LBMI (kg/m2) 18.0 ± 1.5 17.6 ± 1.5 18.0 ± 1.6* 18.1 ± 1.2* 17.9 ± 1.6 18.2 ± 1.6* < 0.001

WC (cm) 81.9 ± 8.9 79.3 ± 8.5 81.7 ± 9.2* 81.5 ± 7.6* 82.6 ± 8.7* 83.4 ± 9.1* < 0.001

FBG (mg/dL) 99.4 ± 11.5 93.7 ± 11.5 96.6 ± 11.5 98.8 ± 19.4*† 100.1 ± 15.8*† 104.8 ± 17.6*†‡§ < 0.001

SBP (mmHg) 118.4 ± 13.8 114.5 ± 11.3 115.4 ± 12.8 116.7 ± 13.6 119.7 ± 13.6*† 122.3 ± 15.2*†‡ < 0.001

DBP (mmHg) 76.9 ± 9.3 73.8 ± 8.2 75.7 ± 8.4 77.2 ± 9.1 78.1 ± 9.6*† 78.8 ± 9.6*† < 0.001

TG (mg/dL) 116.7 ± 88.1 100.7 ± 68.4 110.5 ± 84.4 131.1 ± 111.7* 120.1 ± 77.5 124.3 ± 100.3* 0.001

HDL-C (mg/dL) 60.6 ± 16.2 60.8 ± 15.2 61.3 ± 16.3 59.2 ± 15.5 59.7 ± 16.5 61.4 ± 16.7 0.487

LDL-C m (g/dL) 126.4 ± 29.9 122.2 ± 31.5 125.3 ± 29.3 130.0 ± 31.2* 129.7 ± 28.8* 126.2 ± 28.9 0.012

Total protein (g/dL) 7.12 ± 0.36 7.14 ± 0.34 7.11 ± 0.33 7.13 ± 0.36 7.09 ± 0.37 7.12 ± 0.36 0.538

Albumin (g/dL) 4.51 ± 0.25 4.59 ± 0.24 4.53 ± 0.23 4.53 ± 0.27* 4.49 ± 0.24* 4.46 ± 0.26*†‡ < 0.001

Sleeping time (h/day) 6.21 ± 0.93 6.18 ± 0.97 6.10 ± 1.00 6.08 ± 0.77 6.21 ± 0.90 6.32 ± 0.94‡ 0.021

Exercise habit (%)b,c 67.5 58.1 59.6 74.3*† 70.8*† 73.6*† < 0.001

Drinkers (%)b 76.8 76.2 75.3 79.3 74.6 79.0 0.586

Current smokers (%)b 38.5 41.9 35.9 30.7 42.3 36.5 0.077

Former smokers (%)b 15.2 8.6 13.1 17.1* 19.5* 17.0* 0.001

Never smokers (%)b 46.3 49.5 51.0 52.1 38.1*†‡ 46.4§ 0.007

Data are mean ± SD. a P values from ANOVA or chi-square test. b Chi-square test. c At least one period of exercise per week. *, †, ‡, and §, significantly different
from the groups aged 35–39, 40–44, 45–49, and 50–54 years, respectively (P < 0.05)

Table 2 Toe flexor and handgrip strength by age group

Total 35–39 years 40–44 years 45–49 years 50–54 years 55–59 years Pa

N = 1401 315 198 140 343 405

Toe flexor strength (kg) 20.1 ± 6.0 21.8 ± 5.9 20.7 ± 6.3 21.0 ± 6.1 19.3 ± 5.8*‡ 18.9 ± 5.8*†‡ < 0.001

Toe flexor strength/BM (kg/kg) 0.300 ± 0.094 0.329 ± 0.095 0.300 ± 0.093* 0.307 ± 0.091 0.288 ± 0.089* 0.287 ± 0.095* < 0.001

Toe flexor strength/LBM (kg/kg) 0.386 ± 0.115 0.421 ± 0.114 0.386 ± 0.114* 0.396 ± 0.113 0.374 ± 0.110* 0.367 ± 0.114*‡ < 0.001

Handgrip strength (kg) 41.2 ± 5.7 42.1 ± 5.6 42.0 ± 5.6 41.4 ± 5.7 41.5 ± 5.7 39.8 ± 5.5*†‡§ < 0.001

Handgrip strength/BM (kg/kg) 0.616 ± 0.101 0.637 ± 0.103 0.609 ± 0.100* 0.606 ± 0.084* 0.620 ± 0.97 0.601 ± 0.103* < 0.001

Handgrip strength/LBM (kg/kg) 0.792 ± 0.107 0.816 ± 0.106 0.786 ± 0.106* 0.782 ± 0.100* 0.803 ± 0.102 0.770 ± 0.109*§ < 0.001

Data are mean ± SD. a P values from ANOVA. *, †, ‡, and §, significantly different from the groups aged 35–39, 40–44, 45–49, and 50–54 years, respectively (P < 0.05)
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years were 87.0 ± 26.6% and 94.4 ± 13.1% of those in the
group 35–39 years, respectively. Similar reduction pat-
terns were observed in the relative muscle strength/BM
and muscle strength/LBM data from the youngest group
(data not shown).

Factors predicting muscle strength
The findings of univariate regression analysis indicated
that the absolute value of toe flexor strength was posi-
tively associated with height, BM, LBM, FM, BMI, LBMI,
and albumin and negatively associated with age, FBG,
and sleeping time. The absolute value of handgrip
strength was positively associated with height, BM,
LBM, FM, BMI, LBMI, WC, and albumin and negatively
associated with age and sleeping time. We then per-
formed stepwise multiple-regression analyses (Table 3).
Independent positive factors predicting toe flexor
strength were LBM, albumin, drinking habit, DBP, and
exercise habit and negative factors were age, FBG, FM,
and sleeping time. In contrast, TG, HDL-C, LDL-C or
smoking habit did not affect the multiple regression. In-
dependent positive factors of handgrip strength were
LBM, albumin, and drinking habit and negative factors
were age and FM. However, TG, HDL-C, LDL-C, exer-
cise habit, sleeping time, or smoking habit did not affect
the multiple regression in handgrip strength.

Discussion
To our knowledge, this is the first study to evaluate age-
related changes in toe flexor strength in detail by com-
paring them with changes in handgrip strength in mid-
dle age. The current cross-sectional study showed
different patterns and rates of age-related changes

35-39 40-44 45-49 50-54 55-59

Age (years)

0

130

120

110

100

90

80

70

60

50

P
er

ce
nt

 o
f m

ea
n 

va
lu

e 
of

 3
5-

39
 y

ea
rs

 g
ro

up

Handgrip
Toe flexor

*
**

Fig. 2 Relative differences between toe flexor and handgrip
strength from the youngest group. Data are presented as mean ±
SD. * P < 0.05 vs. handgrip strength

Table 3 Stepwise multiple-regression analyses of factors affecting toe flexor and handgrip strength

Regression coefficient SE β P R2 change (%)

Toe flexor strengtha

Constant 1.967 3.889 0.613

LBM 0.277 0.036 0.252 < 0.001 4.1

Age −0.128 0.021 −0.173 < 0.001 3.2

Albumin 2.328 0.629 0.097 < 0.001 0.8

Drinking habit 0.364 0.132 0.072 0.006 0.5

FBG −0.026 0.011 −0.067 0.016 0.5

DBP 0.047 0.018 0.073 0.008 0.3

FM −0.145 0.057 −0.086 0.011 0.4

Sleeping time −0.342 0.165 −0.053 0.038 0.3

Exercise habit 0.682 0.330 0.053 0.039 0.3

Handgrip strengthb

Constant 11.486 3.243 0.225

LBM 0.474 0.032 0.458 < 0.001 15.1

Age −0.092 0.017 −0.133 < 0.001 2.0

Albumin 2.301 0.559 0.102 < 0.001 0.8

FM −0.176 0.049 −0.111 < 0.001 0.8

Drinking habit 0.397 0.117 0.083 0.001 0.7

SE Standard error
a Excluded variables: TG, LDL-C, HDL-C and smoking habit. R2 = 0.104, adjusted R2 = 0.098, P < 0.001
b Excluded variables: TG, LDL-C, HDL-C, exercise habit, sleeping time, smoking habit, DBP, and FBG. R2 = 0.193, adjusted R2 = 0.190, P < 0.001
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between toe flexor and handgrip strength. Decline of ab-
solute toe flexor and handgrip strength began in subjects
aged 50–55 years and 55–59 years, respectively, suggest-
ing that the age-related decline in toe flexor strength ini-
tiates earlier than that for handgrip strength. Reductions
in both toe flexor and handgrip strength relative to BM
or LBM were observed in the group aged 40–44 years.
The reductions of both strength measures relative to
LBM further proceeded in the group aged 55–59 years.
Moreover, the reduction rate of toe flexor strength was
greater than that of handgrip strength.
Stepwise multiple-regression analyses indicated that

LBM, albumin, FM, and drinking habit were independ-
ent factors predicting both toe flexor and handgrip
strength as well as age. Moreover, FBG, DBP, FM, sleep-
ing time, and exercise habit were further independent
factors of toe flexor strength. Such different predicting
factors between toe flexor and handgrip strength might
at least, in part, explain the different pattern of age-
related decline between toe flexor and handgrip
strength. Handgrip strength is considered a good marker
of physical health, and has been measured in many epi-
demiological studies which predicted mortality and sev-
eral diseases and dysfunctions specifically observed in
middle-aged and older persons [22–24, 26, 28]. The ob-
servations in the current study might imply that toe
flexor strength is a better marker of age-related decline
of physical health compared with handgrip strength.
Further studies are required to investigate whether toe
flexor strength reflects and/or predicts age-related
disorders.
A previous study demonstrated that reduction in abso-

lute toe flexor strength began in men in their 50s [21].
This result is consistent with the current study results,
as we also showed that toe flexor strength began to de-
cline in participants aged in their early 50s. However, we
showed a significant age-related decline in toe flexor
strength/BM during late 30s to 50s. Uritani et al. [21]
did not indicate such changes during their ages. One
possible explanation for such inconsistent results is the
different number of participants in each group between
the study of Uritani et al. (n = 72–101) and this study (n
= 140–405).
Another previous study indicated that poor muscular

strength quantified by a combination of leg and bench
presses was a risk factor for metabolic syndrome [39].
Previous cross-sectional observations have also shown
that lower muscle strength or mass are associated with
insulin resistance, dyslipidemia, type 2 diabetes, and ele-
vated blood pressure [27, 40, 41]. Furthermore, age-
related loss of muscle strength and mass are accelerated
in patients with type 2 diabetes in compared with nondi-
abetic counterparts [42]. Taken together, poor muscle
strength can be both a cause and a result of insulin

resistance-related metabolic diseases. Consistent with
these results, the present study showed that FBG and
DBP were independent predicting factors of toe flexor
strength. Conversely, FBG or DBP were not a predicting
factor of handgrip strength. Therefore, it is likely that
weak toe flexor strength is a better marker of metabolic
abnormalities than handgrip strength.
The physiological or biochemical mechanisms under-

lying the associations between toe flexor strength and
FBG are unknown. One possibility is that poor toe flexor
strength is associated with impaired metabolic function
in skeletal muscle cells. Because skeletal muscle plays an
important role in regulating the whole body glucose and
lipid metabolism via insulin- and contraction-induced
signals [43], it is intuitive that impaired skeletal muscle
functions lead to chronic metabolic abnormalities. An-
other possibility is that such associations are linked to
the physical activity level and/or gait speed. Toe flexor
strength reflects the level of physical activity [9, 12] and
gait speed [5]. Physical activity intervention reduces the
risk of type 2 diabetes and hypertension [44]. Gait speed
is slower in patients with diabetes than non-diabetic
subjects [40]. Therefore, it is likely that physical activity
level and gait speed have an impact on the association
between toe flexor strength and FBG observed in this
study. A further possibility is that accumulating glycated
myofibrillar proteins owing to elevated glucose levels re-
duce muscle fiber properties. For example, glycation of
myosin protein reduces actin motility and adenosine tri-
phosphatase activity [45], which would decrease the
force production capacity of muscle fiber. Additionally,
toe flexor strength in type 2 diabetic patients with poly-
neuropathy is lower than in those without polyneurop-
athy [46]. Thus, it is possible that diabetic neuropathy is
also involved.
The current study showed that both toe flexor and

handgrip strength were positively associated with serum
albumin levels. Contrasting results have been reported
in previous studies regarding albumin levels and muscle
strength. Consistent with our results, previous cross-
sectional data also show that serum albumin levels are
associated with handgrip strength and leg power in older
men and women [47, 48]. In contrast, serum albumin
level is not associated with handgrip strength in young
and old men and women [49]. In longitudinal studies,
lower serum albumin levels were associated with future
reduction in muscle mass [50] and handgrip strength
[47] in older men and women. Furthermore, another
study demonstrated that the serum albumin level does
not predict changes in handgrip strength and leg power
in older men [48]. We do not have any appropriate ex-
planations for such inconsistent results between the pre-
vious studies and this study. However, the participants
in this study were Japanese middle-aged (35–59 years)

Suwa et al. Journal of Foot and Ankle Research  (2017) 10:15 Page 6 of 9



men while the participants in the previous studies were
young (aged 18–30 years) or older (aged ≥65 year).
Moreover, all of the participants in our study were em-
ployees of one corporation. It is possible that such a
relatively low heterogeneous population contributed to
the observed statistically significant association between
serum albumin level and muscle strength in this study.
Serum albumin level is an indicator of nutritional sta-

tus [51]. A low albumin level is associated with malnu-
trition [52] and low animal protein intake [53]. Albumin
possesses an anti-oxidant capacity [54], which protects
muscle tissue from oxidative damage, one of the causes
of muscle atrophy and impaired force generation [45].
Serum albumin level is a possible regulator of testoster-
one level [55]. Albumin is an activator of phos-
phatidylinositol 3-kinase (PI3K) [56], which promotes
muscle hypertrophy via the Akt-mammalian target of
rapamycin pathway [57]. Lower serum albumin is associ-
ated with increasing inflammatory status which increases
inflammatory cytokine levels [58, 59]. Inflammatory cy-
tokines such as interleukin-6 and tumor necrosis factor-
α promote muscle atrophy [57]. Interestingly, in pancre-
atic β cells, albumin also positively regulates the PI3K-
Akt signaling pathway, which protects against cytokine-
induced β-cell death [56]. It is thus likely that a lower al-
bumin level promotes diabetes-induced muscle weak-
ness, followed by cytokine-induced impairment of
insulin secretion in pancreas, and elevation of circulating
glucose levels. These mechanisms are potential candi-
dates to account for the relationship between muscle
strength and serum albumin levels. However, the cross-
sectional nature of this study limits the ability to draw
causal inferences from this relationship. Further, longitu-
dinal studies are needed to refine such mechanisms and
to fully understand the relationship between toe flexor
strength and serum albumin.
Toe flexor strength is associated with the amount of

low-to-moderate intensity physical activity [9, 12]. A
previous study showed that toe flexor strength/BM in a
higher daily step counts group (≥8000) was greater than
that in a lower daily step counts group, however, such a
difference in knee extensor strength/BM was not ob-
served in women aged 52–78 years [9]. In addition, the
study demonstrated significant partial correlation coeffi-
cients, adjusted by age, between toe flexor strength/BM
and physical activity levels, including daily step counts
and amount of low-to-moderate intensity physical activ-
ity (≤6 metabolic equivalents) estimated using an accel-
erometer; similar correlations were not observed in knee
flexor strength/BM. We have also previously shown that
toe flexor strength is correlated with the daily sum of
standing and sitting times assessed using a self-
administered questionnaire [12]. Physical activity can be
further divided into exercise and non-exercise activity

such as labor and household affairs, and the activities in
these previous studies [9, 12] would comprise both types
of activity. We herein demonstrated that exercise habit
was an independent predictor of toe flexor strength. Col-
lectively these results would imply that toe flexor
strength at least partially reflects level of exercise activ-
ity. However, it remains unknown whether toe flexor
strength also reflects the amount of non-exercise phys-
ical activity. In addition, this study did not estimate the
intensity of exercise. Therefore, associations between toe
flexor strength and intensity of exercise or total amount
of exercise (intensity × time) has been still unknown.
The current study showed that both toe flexor and

handgrip strength were positively related to drinking
habit. A possible explanation of such relation is that al-
cohol consumption promotes muscle mass and strength.
Alcohol intake (0.5 g/kg) increases circulating testoster-
one level 2 h after ingestion in men [35]. Another study
using 0.675 g/kg alcohol intake also indicates increasing
testosterone level [60]. In contrast, higher dose of alco-
hol (≥1.5 g/kg) rather decreases circulating testosterone
level [61, 62]. On the basis of these results, it is likely
that low to moderate dose of alcohol consumption has
beneficial effects on skeletal muscle mass and functions.
In the current study, multiple regression analysis

showed that coefficient of determination value of toe
flexor strength was very small for many variables, specu-
lating that other factors not estimated in this study
largely account for the variability of toe flexor strength.
Furthermore, standardised partial regression coefficients
of albumin, drinking habit, FBG, DBP, FM, sleeping time,
and exercise habit in toe flexor strength were very small,
and each measurement explained less than 1% variance
in toe flexor strength. The clinical importance of these
small associations might be less or even questioned. Fur-
ther studies concerning other factors accounting for toe
flexor strength and clinical importance of valuables asso-
ciated with toe flexor strength are called for.
This study has several limitations. First, the cross-

sectional nature of this study limits our ability to draw
causal inferences from the relationships observed, and
differences between groups did not indicate longitudinal
changes. Second, the characteristics of participants in
this study limit the generalizability. All participants were
Japanese employees in one corporation of the manufac-
turing industry, thus, there may be some bias. And also,
all participants in this study were men. It is unknown
whether age-related reduction and independent regula-
tors of muscle strength are the same for women. A pre-
vious study showed that toe flexor strength in one’s 70s
is 38.5% lower than in one’s 20s in men, but 29.8% lower
in women [21]. It is likely that toe flexor strength in
women is more gently reduced with age than that in
men. Further studies estimating toe flexor strength in
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women are required. Third, this study did not consider
medical history or medication use, such as hypoglycemic
or hypotensive drugs, therefore, relationships between
toe flexor strength and FBG and DBP might include
some bias.

Conclusions
This cross-sectional study demonstrated an age-related
decline in toe flexor and handgrip strength, and the re-
duction rate in toe flexor strength was greater than that
in handgrip strength in Japanese male workers aged 35–
59 years. The LBM, age, albumin, FM, and drinking
habit are independent factors predicting both toe flexor
and handgrip strength, and FBG, DBP, sleeping time,
and exercise habit are further independent factors of toe
flexor strength. Poor toe flexor strength may be a better
marker of age-related decline in physical fitness and
metabolic status than handgrip strength.

Abbreviations
%fat: Percentage of body fat; ANOVA: Analysis of variance; BM: Body mass;
BMI: Body mass index; DBP: Diastolic blood pressure; FBG: Fasting blood
glucose; FM: Fat mass; HDL-C: High-density lipoprotein-cholesterol;
LBM: Lean body mass; LBMI: Lean body mass index; LDL-C: Low-density
lipoprotein-cholesterol; PI3K: Phosphatidylinositol 3-kinase; SBP: Systolic
blood pressure; SD: Standard deviation; SE: Standard error; TG: Triglyceride;
WC: Waist circumference

Acknowledgments
The authors gratefully thank the participants as well as the staff of Exercise
Support and WELPO Promotion Groups in the Health Support Center
WELPO, TMC.

Funding
The authors declare that they have no financial relationships relevant to this
article to disclose.

Availability of data and materials
At present, the data are not available to be shared because they form part of
a joint project with other research groups.

Authors’ contributions
MS contributed to this study’s conception, design and analysis, and drafted
manuscript. TM contributed data acquisition, study’s conception, and
interpretation of data. AK contributed the data acquisition and interpretation
of data. MI contributed interpretation of data and revised the manuscript. TY
contributed data acquisition, interpretation of data and revised the
manuscript. All authors read and approved the final manuscript.

Competing interests
The authors declare that they have no competing interest.

Consent for publication
Not applicable.

Ethics approval and consent to participate
The study was conducted in accordance with the Declaration of Helsinki,
and the study protocol was approved by the Ethics Committee of the
Toyota Memorial Hospital. All subjects provided written informed consent
prior to participation in the study.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Author details
1Health Support Center WELPO, Toyota Motor Corporation, 1-1, Ipponmatsu,
Iwakura-cho, Toyota, Aichi 444-2225, Japan. 2Toyota Memorial Hospital, 1-1,
Heiwa-cho, Toyota, Aichi 471-8513, Japan.

Received: 25 August 2016 Accepted: 14 March 2017

References
1. Soysa A, Hiller C, Refshauge K, Burns J. Importance and challenges of

measuring intrinsic foot muscle strength. J Foot Ankle Res. 2012;5:29.
2. Wu L. Nonlinear finite element analysis for musculoskeletal biomechanics of

medial and lateral plantar longitudinal arch of Virtual Chinese Human after
plantar ligamentous structure failures. Clin Biomech. 2007;22:221–9.

3. Endo M, Ashton-Miller JA, Alexander NB. Effects of age and gender on toe
flexor muscle strength. J Gerontol A Biol Sci Med Sci. 2002;57:M392–7.

4. Goldmann JP, Brüggemann GP. The potential of human toe flexor muscles
to produce force. J Anat. 2012;221:187–94.

5. Misu S, Doi T, Asai T, Sawa R, Tsutsumimoto K, Nakakubo S, Yamada M, Ono
R. Association between toe flexor strength and spatiotemporal gait
parameters in community-dwelling older people. J Neuroeng Rehabil. 2014;
11:143.

6. Rolian C, Lieberman DE, Hamill J, Scott JW, Werbel W. Walking, running and
the evolution of short toes in humans. J Exp Biol. 2009;212:713–21.

7. Goldmann JP, Sanno M, Willwacher S, Heinrich K, Brüggemann GP. The
potential of toe flexor muscles to enhance performance. J Sports Sci. 2013;
31:424–33.

8. Morita N, Yamauchi J, Kurihara T, Fukuoka R, Otsuka M, Okuda T, Ishizawa N,
Nakajima T, Nakamichi R, Matsuno S, Kamiie S, Shide N, Kambayashi I,
Shinkaiya H. Toe flexor strength and foot arch height in children. Med Sci
Sports Exerc. 2015;47:350–6.

9. Abe T, Thiebaud RS, Loenneke JP, Mitsukawa N. Association between toe
grasping strength and accelerometer-determined physical activity in
middle-aged and older women. J Phys Ther Sci. 2015;27:1893–7.

10. Menz HB, Morris ME, Lord SR. Foot and ankle risk factors for falls in older
people: a prospective study. J Gerontol A Biol Sci Med Sci. 2006;61:866–70.

11. Mickle KJ, Munro BJ, Lord SR, Menz HB, Steele JR. Toe weakness and
deformity increase the risk of falls in older people. Clin Biomech. 2009;24:
787–91.

12. Suwa M, Imoto T, Kida A, Yokochi T. Early reduction in toe flexor strength is
associated with physical activity in elderly men. J Phys Ther Sci. 2016;28:
1472–7.

13. Delmonico MJ, Harris TB, Visser M, Park SW, Conroy MB, Velasquez-Mieyer P,
Boudreau R, Manini TM, Nevitt M, Newman AB, Goodpaster BH, Health,
Aging, and Body. Longitudinal study of muscle strength, quality, and
adipose tissue infiltration. Am J Clin Nutr. 2009;90:1579–85.

14. Doherty TJ. Aging and sarcopenia. J Appl Physiol. 2003;95:1717–27.
15. Asmussen E, Heebøll-Nielsen K. Isometric muscle strength in relation to age

in men and women. Ergonomics. 1962;5:167–9.
16. Bemben MG, Massey BH, Bemben DA, Misner JE, Boileau RA. Isometric

muscle force production as a function of age in healthy 20- to 74-yr-old
men. Med Sci Sports Exerc. 1991;23:1302–10.

17. Janssen I, Heymsfield SB, Wang ZM, Ross R. Skeletal muscle mass and
distribution in 468 men and women aged 18–88 yr. J Appl Physiol. 2000;89:
81–8.

18. Candow DG, Chilibeck PD. Differences in size, strength, and power of upper
and lower body muscle groups in young and older men. J Gerontol A Biol
Sci Med Sci. 2015;60:148–56.

19. Ogawa M, Yasuda T, Abe T. Component characteristics of thigh muscle
volume in young and older healthy men. Clin Physiol Funct Imaging. 2012;
32:89–93.

20. Lynch NA, Metter EJ, Lindle RS, Fozard JL, Tobin JD, Roy TA, Fleg JL, Hurley
BF. Muscle quality. I. Age-associated differences between arm and leg
muscle groups. J Appl Physiol. 1999;86:188–94.

21. Uritani D, Fukumoto T, Matsumoto D, Shima M. Reference values for toe
grip strength among Japanese adults aged 20 to 79 years: a cross-sectional
study. J Foot Ankle Res. 2014;7:28.

22. Kishimoto H, Hata J, Ninomiya T, Nemeth H, Hirakawa Y, Yoshida D,
Kumagai S, Kitazono T, Kiyohara Y. Midlife and late-life handgrip strength
and risk of cause-specific death in a general Japanese population: the
Hisayama Study. J Epidemiol Community Health. 2014;68:663–8.

Suwa et al. Journal of Foot and Ankle Research  (2017) 10:15 Page 8 of 9



23. Leong DP, Teo KK, Rangarajan S, Lopez-Jaramillo P, Avezum Jr A, Orlandini
A, Seron P, Ahmed SH, Rosengren A, Kelishadi R, Rahman O, Swaminathan
S, Iqbal R, Gupta R, Lear SA, Oguz A, Yusoff K, Zatonska K, Chifamba J,
Igumbor E, Mohan V, Anjana RM, Gu H, Li W, Yusuf S, Prospective Urban
Rural Epidemiology (PURE) Study investigators. Prognostic value of grip
strength: findings from the Prospective Urban Rural Epidemiology (PURE)
study. Lancet. 2015;386:266–73.

24. Sasaki H, Kasagi F, Yamada M, Fujita S. Grip strength predicts cause-specific
mortality in middle-aged and elderly persons. Am J Med. 2007;120:337–42.

25. Mainous 3rd AG, Tanner RJ, Anton SD, Jo A. Grip strength as a marker of
hypertension and diabetes in healthy weight adults. Am J Prev Med. 2015;
49:850–8.

26. van der Kooi AL, Snijder MB, Peters RJ, van Valkengoed IG. The association
of handgrip strength and type 2 diabetes mellitus in six ethnic groups: an
analysis of the HELIUS study. PLoS One. 2015;10:e0137739.

27. Kawamoto R, Ninomiya D, Kasai Y, Kusunoki T, Ohtsuka N, Kumagi T, Abe M.
Handgrip strength is associated with metabolic syndrome among middle-
aged and elderly community-dwelling persons. Clin Exp Hypertens. 2016;38:
245–51.

28. Alfaro-Acha A, Al Snih S, Raji MA, Kuo YF, Markides KS, Ottenbacher KJ.
Handgrip strength and cognitive decline in older Mexican Americans. J
Gerontol A Biol Sci Med Sci. 2006;61:859–65.

29. Yoshida D, Nakagaichi M, Saito K, Wakui S, Yoshitake Y. The relationship
between physical fitness and ambulatory activity in very elderly women
with normal functioning and functional limitations. J Physiol Anthropol.
2010;29:211–8.

30. Nelson ME, Rejeski WJ, Blair SN, Duncan PW, Judge JO, King AC, Macera CA,
Castaneda-Sceppa C. Physical activity and public health in older adults:
recommendation from the American College of Sports Medicine and the
American Heart Association. Med Sci Sports Exerc. 2007;39:1435–55.

31. Uritani D, Fukumoto T, Matsumoto D. Intrarater and interrater reliabilities for
a toe grip dynamometer. J Phys Ther Sci. 2012;24:639–43.

32. Landis JR, Koch GG. The measurement of observer agreement for
categorical data. Biometrics. 1977;33:159–74.

33. Augusto Libardi C, Bonganha V, Soares Conceição M, Vergínia De Souza G,
Fernandes Bernardes C, Secolin R, Aparecida Madruga V, Traina Chacon-
Mikahil MP. The periodized resistance training promotes similar changes in
lipid profile in middle-aged men and women. J Sports Med Phys Fitness.
2012;52:286–92.

34. Auyeung TW, Kwok T, Leung J, Lee JS, Ohlsson C, Vandenput L, Wing YK,
Woo J. Sleep duration and disturbances were associated with testosterone
level, muscle mass, and muscle strength–a cross-sectional study in 1274
older men. J Am Med Dir Assoc. 2015;16:630. e1–6.

35. Sarkola T, Eriksson CJ. Testosterone increases in men after a low dose of
alcohol. Alcohol Clin Exp Res. 2003;27:682–5.

36. Degens H, Gayan-Ramirez G, van Hees HW. Smoking-induced skeletal
muscle dysfunction: from evidence to mechanisms. Am J Respir Crit Care
Med. 2015;191:620–5.

37. Fex A, Barbat-Artigas F, Dupontgand S, Filion M, Karelis AD, Aubertin-
Leheudre M. Relationship between long sleep duration and functional
capacities in postmenopausal women. J Clin Sleep Med. 2012;8:309–13.

38. Zou J, Wang Z, Qu Q, Wang L. Resistance training improves hyperglycemia
and dyslipidemia, highly prevalent among nonelderly, nondiabetic,
chronically disabled stroke patients. Arch Phys Med Rehabil. 2015;96:1291–6.

39. Jurca R, Lamonte MJ, Barlow CE, Kampert JB, Church TS, Blair SN.
Association of muscular strength with incidence of metabolic syndrome in
men. Med Sci Sports Exerc. 2015;37:1849–55.

40. Kalyani RR, Tra Y, Yeh HC, Egan JM, Ferrucci L, Brancati FL. Quadriceps
strength, quadriceps power, and gait speed in older U.S. adults with
diabetes mellitus: results from the National Health and Nutrition
Examination Survey, 1999–2002. J Am Geriatr Soc. 2013;61:769–75.

41. Srikanthan P, Karlamangla AS. Relative muscle mass is inversely associated
with insulin resistance and prediabetes. Findings from the third National
Health and Nutrition Examination Survey. J Clin Endocrinol Metab. 2011;96:
2898–903.

42. Park SW, Goodpaster BH, Strotmeyer ES, Kuller LH, Broudeau R, Kammerer C,
de Rekeneire N, Harris TB, Schwartz AV, Tylavsky FA, Cho YW, Newman
AB, Health, Aging, and Body Composition Study. Accelerated loss of
skeletal muscle strength in older adults with type 2 diabetes: the
health, aging, and body composition study. Diabetes Care. 2007;30:
1507–12.

43. Suwa M. AMPK: molecular mechanisms of metabolic adaptations in skeletal
muscle. In: Sakuma K, editor. Basic biology and current understanding of
skeletal muscle. New York: Nova Science Publishers Inc; 2013. p. 205–49.

44. Montesi L, Moscatiello S, Malavolti M, Marzocchi R, Marchesini G. Physical
activity for the prevention and treatment of metabolic disorders. Intern
Emerg Med. 2013;8:655–66.

45. Thompson LV. Age-related muscle dysfunction. Exp Gerontol. 2009;44:106–11.
46. Kataoka H, Miyatake N, Kitayama N, Murao S, Kohi F, Tanaka S. Relationship

of toe pinch force to other muscle strength parameters in men with type 2
diabetes. Environ Health Prev Med. 2016;21:179–85.

47. Schalk BW, Deeg DJ, Penninx BW, Bouter LM, Visser M. Serum albumin and
muscle strength: a longitudinal study in older men and women. J Am
Geriatr Soc. 2015;53:1331–8.

48. Snyder CK, Lapidus JA, Cawthon PM, Dam TT, Sakai LY, Marshall LM,
Osteoporotic Fractures in Men (MrOS) Research Group. Serum albumin in
relation to change in muscle mass, muscle strength, and muscle power in
older men. J Am Geriatr Soc. 2012;60:1663–72.

49. Reijnierse EM, Trappenburg MC, Leter MJ, Sipilä S, Stenroth L, Narici MV,
Hogrel JY, Butler-Browne G, McPhee JS, Pääsuke M, Gapeyeva H, Meskers
CG, Maier AB. Serum albumin and muscle measures in a cohort of healthy
young and old participants. Age. 2005;37:88.

50. Visser M, Kritchevsky SB, Newman AB, Goodpaster BH, Tylavsky FA, Nevitt
MC, Harris TB. Lower serum albumin concentration and change in muscle
mass: the Health, Aging and Body Composition Study. Am J Clin Nutr. 2015;
82:531–7.

51. Bernstein LH, Leukhardt-Fairfield CJ, Pleban W, Rudolph R. Usefulness of
data on albumin and prealbumin concentrations in determining
effectiveness of nutritional support. Clin Chem. 1989;35:271–4.

52. Saka B, Kaya O, Ozturk GB, Erten N, Karan MA. Malnutrition in the elderly
and its relationship with other geriatric syndromes. Clin Nutr. 2010;29:745–8.

53. Watanabe M, Higashiyama A, Kokubo Y, Ono Y, Okayama A, Okamura T,
NIPPON DATA80/90 Research Group. Protein intakes and serum albumin
levels in a Japanese general population: NIPPON DATA90. J Epidemiol. 2010;
20(Suppl):531–6.

54. Oettl K, Stauber RE. Physiological and pathological changes in the redox
state of human serum albumin critically influence its binding properties. Br J
Pharmacol. 2007;151:580–90.

55. Vermeulen A, Kaufman JM, Giagulli VA. Influence of some biological indexes
on sex hormone-binding globulin and androgen levels in aging or obese
males. J Clin Endocrinol Metab. 1996;81:1821–6.

56. Kiaer C, Thams P. Serum albumin protects from cytokine-induced pancreatic
beta cell death by a phosphoinositide 3-kinase-dependent mechanism.
Endocrine. 2009;35:325–32.

57. Sakuma K, Aoi W, Yamaguchi A. Current understanding of sarcopenia:
possible candidates modulating muscle mass. Pflugers Arch. 2015;467:213–29.

58. Gabay C, Kushner I. Acute-phase proteins and other systemic responses to
inflammation. N Engl J Med. 1999;340:448–54.

59. Cabrerizo S, Cuadras D, Gomez-Busto F, Artaza-Artabe I, Marín-Ciancas F,
Malafarina V. Serum albumin and health in older people: Review and meta
analysis. Maturitas. 2015;81:17–27.

60. Phipps WR, Lukas SE, Mendelson JH, Ellingboe J, Palmieri SL, Schiff I. Acute
ethanol administration enhances plasma testosterone levels following
gonadotropin stimulation in men. Psychoneuroendocrinology. 1987;12:459–65.

61. Välimäki M, Tuominen JA, Huhtaniemi I, Ylikahri R. The pulsatile secretion of
gonadotropins and growth hormone, and the biological activity of
luteinizing hormone in men acutely intoxicated with ethanol. Alcohol Clin
Exp Res. 1990;14:928–31.

62. Välimäki MJ, Härkönen M, Eriksson CJ, Ylikahri RH. Sex hormones and
adrenocortical steroids in men acutely intoxicated with ethanol. Alcohol.
1984;1:89–93.

Suwa et al. Journal of Foot and Ankle Research  (2017) 10:15 Page 9 of 9


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study design and population
	Medical examinations
	Measurements of muscle strength
	Statistical analysis

	Results
	Characteristics of the participants
	Muscle strength according to age
	Factors predicting muscle strength

	Discussion
	Conclusions
	Abbreviations
	Acknowledgments
	Funding
	Availability of data and materials
	Authors’ contributions
	Competing interests
	Consent for publication
	Ethics approval and consent to participate
	Publisher’s Note
	Author details
	References

