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Engagement in Japanese Oriental Medicine in the Showa, Heisei, and Reiwa periods
Yutaka SHIMADA

Emeritus professor, University of Toyama
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At the 97th Academic Meeting of Medical Society in University of Toyama, as a Professor Retirement
Commemorative Lecture, based on my experience of being engaged in Japanese Oriental Medicine in
the Showa, Heisel, and Reiwa periods, I gave a lecture on what is Japanese Oriental Medicine, history
of establishment of Toyama Medical and Pharmaceutical University and Japanese Oriental Medicine
Clinic, modern trends of Kampo medicine (changes in production value of Kampo preparations and
trends surrounding Kampo medicine, evidence of Kampo medicine, Kampo medical education), the
Department of Japanese Oriental Medicine (history, education, research), role of Kampo medicine in
modern medicine and attentions (role of Kampo medicine, adverse effects of Kampo medicines). The
late Showa was a period in which ethical Kampo formulations were approved and their prescriptions
spread rapidly. In the Heisei period, evidence about Kampo medicines was gradually accumulated and
Kampo medicine was introduced into medical education, on the other hand new adverse effects were
recognized. Although nothing can be mentioned about the Reiwa period at this point, I hope that
Kampo medicines will continue to be used appropriately as a valuable medical resource in Japan

Key words : Japanese Oriental medicine, Kampo medicine
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Final lecture : “Unrelenting challenge to intractable dizziness”
Hideo SHOJAKU

Emeritus professor, University of Toyama
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Abstract
Dizziness is one of the most complaining symptoms in daily practice. Benign paroxysmal positional
vertigo (BPPV) accounts for about 25% of all dizzy patients, in which the otoliths fall off from the utricle
macula and enter into the semicircular canals (SSC). Approximately 90% of BPPV patients are posterior
SCC type, while remaining about 10% are lateral SCC type. To treat the posterior SCC type BPPV,
otolith repositioning maneuver named Epley is maneuver done globally. I invented the BPPV training
model which is launched on the market by the Japan Medical Company co. I introduce the history of

the development as a final lecture.
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Changes in the management of childhood asthma during the past 40 years
Yuichi Adachi

Pediatric Allergy Center, Toyama Red Cross Hospital
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EXEE
In Japan, approximately two thirds of population have allergic symptoms, and bronchial asthma is
one of the most common chronic diseases in children, causing a significant burden to the children
and their families. During the past 40 years, as the pathogenesis of asthma has been gradually
revealed, the way of treatment and management of childhood asthma has been substantially changed.
Based on our previous research findings, this review covers epidemiological data of childhood asthma
and longitudinal changes in the asthma management, and discusses potential prevention measures.
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Key words : childhood asthma, comorbidities, epidemiology, prevention
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ICS FP
LTRA
LABA, ICS/LABASH
B2 B
JPGL2000/2002  JPGL2005 JPGL2008 JPGL2012 JPGL2017 JPGL2020

2 REEHEZEOTEDA A—JX (X6 LV5|H)
DSCG: disodium cromoglycate, ICS: inhaled corticosteroid, BDP: beclomethasone dipropionate, FP: fluticasone
propionate, LTRA: leukotriene receptor antagonist, LABA: long-acting beta agonist, JPGL: Japanese Pediatric

Guideline for the Treatment and Management of Asthma
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Medicine, nursing, and pharmacy students studied multidisciplinary cooperation and initial
treatment of infectious diseases through a simulation setting using a web conferencing tool. After
orientation and presentation of the case scenarios, the students performed a simulated role in small
groups, completed assignments, attended a lecture, answered a questionnaire, and reflected on the
overall process. Our university aims to focus on the education of future healthcare workers and train
them for infectious disease care using ICT-based multidisciplinary education.
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The Effectiveness of Toe Flexion and Extension
Exercise for Fall Prevention in Community-
Dwelling Older Females
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Abstract

The purpose of this study is to investigate whether exercises for toe flexion and extension are effec-
tive in improving Toe function (TF) and the locomotive syndrome (LS).

The survey conducted the following TF tests (toe-grip strength, toe-gap force and 10-second toe
test), one leg balance test and LS test (two-step test, stand-up test and GLFS-25 scores). The partici-
pants were 209 community-dwelling aged females. Participants were instructed to perform flexion and
extension exercises of toes in three sessions per day, with ten repetitions per session. After three
months they were again tested with the TF and LS tests.

After the continuous exercises performing flexion and extension of the toes over a three-month
period, we divided participants into two groups (exercise-continuing and non-continuing groups), and
analyzed the obtained data. In the continuing group, the significant improvement was shown in TF
tests (p<.001), stand-up tests (p<.01) and GLFS-25 scores (p<.05), compared with pre-intervention
scores. The non- continuing group showed no changes in these scores.

Toe flexion and extension exercises may contribute to the prevention of falls for older individuals.

Keywords: community-dwelling older people, toe function, locomotive syndrome, toe flexion and
extension exercise
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Introduction
Objective

A previous systematic review indicated that there
are numerous causes of falls, including internal factors,
such as diseases and age-related changes in physical
functions, as well as external factors, such as the living
environment and footwear?. Older individuals who fall
may sustain fractures, which may require surgery as
an inpatient and or institutionalization, leading to de-
creased functionality in daily life? 3. In addition, compli-
cations often make such conditions worse. In light of
these circumstances, studies on fall prevention based on
the concept of sarcopenia have been conducted in many
countries apart from Japan. The Sarcopenia Working
Group of Europe® and Asia® has defined sarcopenia as
decreased skeletal muscle mass and strength. The cri-
teria used to determine sarcopenia is based on the re-
sults of a physical function assessment comprising
walking speed (under 0.8 m/sec), grip strength, and
skeletal muscle mass®. While walking speed decreases
with age in both males and females, the decrease is
particularly observable in females®.

The advent of the super-aging society indicates that,
despite being able to control medical diseases to some
extent, problems with the organs of locomotion—such as
the bones, joints, muscles, and nerves—that occur as a
result of aging, reduce locomotor functioning. This leads
to an increase in the number of people whose indepen-
dence in daily life has decreased. In Japan, there are
awareness programs in place to educate the public
about this situation, characterized as the “locomotor
syndrome” (LS) 7. Measures that have been shown to be
considerably effective in preventing falls among com-
munity-dwelling older people include group exercise
programs, Tai Chi, and rehabilitation through home
nursing?.

LS was first assessed using the Musculoskeletal Am-
bulation Disability Symptom Complex (MADSC) crite-
ria, which includes: under 15 seconds in the one leg
balance test (OLBT), and the 3-minute Timed-Up-and-
Go test (TUG) is more than 11 seconds?. Subsequently
developed tests for assessing the LS include the stand-
up test, the 2-step test, and the 25-question geriatric lo-
comotive function scale (GLFS-25)10. The LS level has
been shown to be related to decreased locomotor func-
tioning; as a result, the tests for LS have been reported
to be useful'>12,

We have conducted a series of studies focusing on
toe-functions (TF) and balance ability (BA) for prevent-
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ing falls for older individuals!® . The results suggest
that developing toe strength is important as toes direct-
ly contact the ground or floor. Our previous interven-
tional studies involved toe exercise training. These
studies were designed to improve the strength of the
feet using a towel (sometimes known as “towel curl”)!®
We also found that training involving flexing and ex-
tending the toes led to improved toe strength among
university students'®. However, to the best of our
knowledge, there are no studies in the literature on the
effectiveness of toe exercises performed by communi-
ty-dwelling older individuals. Because the average life
expectancy is higher in a woman, countermeasures for
the locomotive syndrome are important. In the present
study, we investigated whether interventional, consist-
ing of exercises involving toe flexion and extension—the
main movements of the toes—are effective in improving
TF and LS for community-dwelling older women.

Participants and Methods
Definition of terms
1) TF is defined by the following three elements: i) toe
grip strength (the gripping ability of the toes), ii) toe
gap force (the ability to hold something between the
toes; motor dexterity), and iii) toe extension and flexion
strength (agility).
2) BA is defined by the following three elements: i) stat-
ic balance (the ability to stand on one leg with the eyes
open), ii) vertical dynamic balance (the ability to stand
up from the seated position in a chair), and iii) horizontal
dynamic balance (the ability to align the feet after tak-
ing two long strides).

Participants

The participants were community-dwelling older
women (aged 65 years and older). A description of the
study was provided to members of Seniors Clubs and
similar organizations, and written consent was obtained
from the participants. The participants were individuals
who were able to walk independently, had no problems
related to cognitive functioning, and were able to un-
derstand and provide responses to questions. Among
the 256 individuals who consented to participate in this
study and underwent initial measurements, 209 subse-
quently underwent the second measurements after re-
ceiving the toe flexion and extension exercise training
intervention. We divided the patients into two groups:
107 in a continuing group including 64 who performed
the exercises every day and 43 who sometimes missed
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Table 1 Background characteristics of the participants
Continuing group Non-continuing group
(n=107) (n=102)
Age (year) 754+ 5.8 752+ 1.7
Height (cm) 149.2+5.6 148.8+5.5
Weight (kg) 52.8+8.1 53.4+9.3
BMI 23.7+3.5 24.1+4.1

Mean =+ standard deviation
BMI: Body-Mass Index

but did the exercises five days a week, and 102 as a
non-continuing group including 66 who did not do the
exercises and 36 who discontinued the exercises after
sometimes doing the exercises in the first month. The
background characteristics of the participants are
shown in Table 1. The study period was from January
2016 to March 2018.

Fall risk assessment

Risk assessments were conducted using the Fall Risk
Index!?. The questions were as follows: “Q1: Have you
had a fall during the past year?” “Q2: Do you walk slow-
er than you used to?” “Q3: Has your back become
rounder than before?” “Q4: Do you use a walking stick/
cane?” and “Q5: Do you currently take five or more
different drugs?”. Question 1 was assigned 5 points and
Questions 2 to 4 each 2 points, for a possible total score
of 0-13 points. A score of 6 was the cutoff, with scores
of 5 or less indicating a low risk of falls, with scores of 6
or higher indicating a high risk of falls.

TF assessment
Toe grip strength

Toe grip strength was measured using a toe grip
strength meter (Takei Co., Japan) (Fig. 1a). Each partic-
ipant sat in a chair with knees flexed at a 90° angle. The
feet were in a fixed position, and the toes were placed
on a bar'®. The traction force exerted by the toes was
measured using this bar. Of the two measurements
each with the left and right feet, the maximum values

were used as representative.

Toe gap force

Toe gap force was measured using a toe gap force
meter “Checker-kun” (Nissin Sangyo, Co. Japan) (Fig.
1b). Each participant sat in a chair with knees flexed at

L}

&)

5

Fig. 1b
Toe gap force meter “Checker-kun”
(Nissin Sangyo, Co., Japan)

4

Fig. 1c Toe flexion and extension exercises

Fig. 1a
Toe grip strength meter
(Takei, Co., Japan)

a 90° angle, and the pressure between the first and sec-
ond toes was measured!® 20,

10-second toe test

The test was conducted with participants seated in a
chair with both knees and ankles at a 90° angle. The
flexion and extension of all the toes within the range of
the participant motion were counted as one. The num-
ber of times the participant could complete the exercise
in 10 seconds was visually observed for both the left
and right feet?.

LS assessment
OLBT
OLBT was checked to assess the BA with static bal-
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ance. With the eyes open and both hands placed on the
hips, raising one foot and moving it approximately 5 cm
in the forward direction, the time it took for this foot to
return to contact the floor was measured for both the
left and right legs. The upper limit a measurement was
120 seconds?.
Stand-up test

Stand-up test was carried out to asserts the BA with
vertical movement. Using the top of a series of steps 40,
30, 20, and 10 cm in height, each participant stood up
from a seated position on each step. Measurements
were made using the method devised by Muranaga®.
First, participants sat on a 40 cm high step with arms
crossed, rose on two legs without any lowering of the
body, and maintained the posture for 3 seconds. Stand-
ing on the 40 cm step on two legs, they raised either the
left or right leg, with the knee slightly bended, keeping
the leg off the floor, standing with the arms crossed and
without any lowering of the body, and maintained this
posture for 3 seconds. After performing this with both
legs, the participants who successfully completed this
on one leg with the 40 cm step moved to 10 cm lower
steps, stepwise, and the height of the lowest step where
participants were able to stand on one leg (with both
legs) was regarded as a test result. The participants
who were not able to stand on the 40 cm step on one leg
were moved to lower steps in 10 cm steps, and the low-
est step where they were able to stand on both legs
was used as the test result. We assigned 0 points where
participants could not stand on both legs on the 40 cm
step, 1 point for both legs on the 40 cm step, 2 points for
both legs on the 30 cm step, 3 points for both legs on the
20 cm step, 4 points for both legs on the 10 cm step, 5
points for one leg on the 40 cm step, 6 points for one leg
on the 30 cm step, 7 points for one leg on the 30 cm
step, 8 points for one leg on the 20 cm step, and 8 points
for one leg on the 10 cm step. These results were treat-
ed as ordinal data.

2-step test

The 2-step test was measured to asserts the BA with
horizontal movement, and conducted as follows: A mat
specifically developed for use in the 2-step test was pre-
pared, and a starting line was determined?. Each par-
ticipant took two steps using long strides beginning
from the starting line, after which they aligned their
feet. The length of the two strides was measured using
the tips of the toes at the final position as the point
measured. Measurements were taken in the range
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within which the participant did not lose balance. The
participants were instructed not to jump.

GLFS-25

The GLFS-25 is a self-administered questionnaire
comprising 25 questions. Each question was allotted a
score between 0 (indicating normalcy) and 4 (indicating
the most severe disorder) points®. Thus, the most se-
vere condition was indicated by a total score of 100
points. Four of the items cover issues, such as “physical
pain experienced over the past month” and 21 items are
related to “your normal daily life over the past month.”

Intervention method

Toe exercise interventional training consisted of flex-
ion and extension exercises focused on the main toe
movements (Fig. 1c). Participants were instructed to sit
in a chair and perform flexion and extension exercises
of the toes for three sessions per day with ten repeti-
tions per session. The participants were provided with
calendar-type check charts on which they recorded
whether they did the exercises or not. They were asked
to complete these charts on their own. After three
months they submitted their charts to the researchers
who then checked the implementation status of the ex-

ercises.

Statistical analysis

To understand the particulars for the participants,
we examined the background of the participants by de-
scriptive statistics using the variables of age, height,
weight, and body mass index (BMI). Performing a cross
tabulation of the high and low scores of fall risk assess-
ments with the continuing and non-continuing groups,
we analyzed the relationship by a chi-square test. For
the values of measurement items of the pre- and post-
toe flexion and extension exercise training intervention
of the continuing and non-continuing groups, we con-
ducted a paired t test on normally distributed continu-
ous data, and a Wilcoxon signed-rank test on other data.
Here, the measured items were as follows: toe grip
strength, toe gap force, 10-second toe test, 2-step test,
GLFS-25, and the duration of OLBT.

Next, we performed an analysis of covariance using
the values of the post-intervention toe flexion and ex-
tension exercise training as independent variables, and
the values of the pre-intervention as adjusting factors
(two age groups: a. 65 years to 74 years and b. 75 years
and older). The significance level was set to less than
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5% in two-sided tests. We used IBM SPSS Statistics
(Ver.24) for data processing and statistical analyses.

Ethical considerations

This study was approved by the Ethics Committee of
the institutions the authors belong to (No.. Fukutan
H27-11; Rin 28-87). The participants were provided with
both written and oral explanations of the objectives and
details of the study. The participants received the fol-
lowing information verbally: their participation was vol-
untary; anonymity would be preserved; their identities
would be encoded to prevent identification; their data
would not be utilized for any purpose other than this
study; and they could withdraw from or discontinue
participation in the study at any time during the course
of the study without suffering any negative consequenc-
es. The participants provided written consent to partic-
ipate in the study and for publication of the results of
the study. This study was approved by the Ethics Com-
mittee of Toyama College of Welfare Science (Fukutan
H27-11), and by the Ethics Committee, University of
Toyama (Rin 28-87).

Results
Fall risk assessment
The results of the cross-tabulation regarding contin-
ued participation in the study and the risk of falls are
shown in Table 2. The Chi-square test did not show any
significant differences.

TF assessment
Toe grip strength

In the continuing group, the pre- and post-interven-
tion toe grip strength values were 52 = 0.2 kg and 5.8
+ (0.2 kg, respectively. The mean difference was 0.6 +
0.1 kg. This indicated that there was a significant im-
provement in the toe grip strength after intervention as
compared to that prior to intervention (p < .001). In the
non-continuing group, the pre- and post-intervention toe
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grip strength values were 5.1 * 0.2 kg and 5.2 * 0.2 kg,
respectively, indicating that there was no significant
change (Fig. 2a). Comparison of the continuing group
and the non-continuing group showed that despite con-
sidering age and the pre-intervention values, the post-in-
tervention value was significantly higher with a differ-
ence of 0.6 kg over the non-continuing group (p < .001).

Toe gap force

In the continuing group, the pre- and post-interven-
tion toe gap force values were 2.3 = 0.1 kg and 26 +
0.1 kg, respectively; the mean difference was 0.3 £ 0.1
kg. The post-intervention value was significantly higher
than the pre-intervention value (p < .001). In the
non-continuing group, the pre- and post-intervention toe
gap force values were 22 = 0.77 kg and 2.26 = 0.8 kg,
respectively, indicating that there was no change (Fig.
2b). Comparing the continuing and non-continuing
groups using an analysis of covariance, the post- inter-
vention values of toe gap force were statistically signifi-
cantly higher with a difference of 0.3 kg than that of
pre-intervention (p < .001).

10-second toe test

In the continuing group, the pre- and post-interven-
tion 10-second toe test results were 166 = 04 times
and 18.0 = 04 times, respectively; the mean difference
between the groups was 140 *= 0.2 times, and the
post-intervention result showed a significant improve-
ment over the pre-intervention result (p < .001). In the
non-continuing group, the pre-and post-intervention
10-second toe test results were 16.10 = 04 times and
1640 *= 04 times, respectively, indicating no change
(Fig. 2¢). Comparing the continuing and non- continuing
groups using analysis of covariance, the post- interven-
tion values of the 10-second toe test were statistically
significantly higher, with a difference of 0.3 kg, than
that of pre-intervention (p < .001).

Based on the above results, the post-toe flexion and

Table 2 Results of the cross-tabulation regarding continued participation in the study

and the risk of falls (n = 209)

Continuing group  Non-continuing group Chi-square test

(n=107)

(n=102) p-value

Fall risk (5 or less)

Fall risk (6 or more)

69 (65.4%)
38 (35.5%)

66 (64.7%)
36 (35.3%)

n. s.

n. s.: not significant
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extension exercise training intervention values showed
significant improvements in the toe grip strength, toe
gap force, and 10-second toe test items as compared to
the pre-intervention values only in the continuing
group; the non- continuing group showed no changes in
these items. Comparing the continuing and non-continu-
ing groups using the analysis of covariance, the post-
intervention values of toe grip strength, toe gap force,
and 10-second toe test were statistically significantly
higher than those of the pre-intervention values (p <
.001).

LS assessment
OLBT

In the continuing group, the pre- and post-interven-
tion OLBT values were 37.2 = 2.9 minutes and 389 =
3.2 minutes, respectively, indicating no significant
change. In the non-continuing group, the pre- and
post-intervention OLBT values were 36.8 £ 3.3 minutes
and 371 = 34 minutes, respectively, indicating no
change. Comparing the continuing and non-continuing
groups using the analysis of covariance, there were no
statistically significant differences between the pre- and

post- intervention values.

10-second toe

Stand-up test

In the continuing group, the pre- and post-interven-
tion stand-up test values were 39 + 0.1 and 41 = 0.1,
respectively. The difference in the mean values was 0.2
+ (.04, indicating that the post-intervention value
showed a significant improvement over the pre-inter-
vention value (p < .01). In the non-continuing group,
pre- and post-intervention stand-up test values were 3.9
+ (.1 and 40 = 0.1, respectively, indicating no change
(Fig. 3a).

2-step test

In the continuing group, the pre- and post-interven-
tion 2-step test values were 1.19 £ 0.02 and 1.2 = 0.02,
respectively, indicating no change. Moreover, there was
no change in the pre- and post-intervention 2-step test
values in the non- continuing group change. Comparing
the continuing and non-continuing groups using the
analysis of covariance, there were no statistically signif-
icant differences between the pre- and post- interven-
tion values.
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GLFS-25

In the continuing group, the pre- and post-interven-
tion GLFS-25 scores were 11.8 = 09 and 11.0 = 1.0,
respectively. The difference in the mean scores was 0.8
+ (04, indicating that the post-iintervention score
showed a significant improvement over the pre-inter-
vention score (p < .05). In the non- continuing group, the
pre- and post-intervention GLFS-25 scores were 12.1 £
1.03 and 122 = 1.1, respectively, indicating no signifi-
cant change (Fig. 3b). Comparing the continuing and
non-continuing groups using the analysis of covariance
with the post-intervention GLFS-25 scores, the continu-
ing group showed improvements of 1 point over the
non-continuing group even if the age and the pre-inter-
vention scores were taken into consideration (p < .05).

Based on the above results, the post-toe flexion and
extension exercise training intervention values of the
continuing group showed significant improvements in
the stand-up test values and GLFS-25 scores; the non-
continuing group showed no changes in these items. In

GLFS-25

the comparison of the two groups, the post-intervention
GLFS-25 scores of the continuing group were statistical-
ly significantly lower than that of the non- continuing
group.

Discussion

Toe movements include flexion and extension as well
as spreading?. These movements can be assessed by
having participants perform “rock-paper-scissors”
movements with their toes. However, as this requires
motor dexterity, we suspected that it would be difficult
to include this in training for older people. Thus, in the
present study on older individuals, we examined the
effectiveness of intervention consisting of flexion and
extension exercises of the toes. The results of continu-
ously performing flexion and extension exercise train-
ing of the toes over a three-month period, the post-inter-
vention results in the continuing group for the toe grip
strength, toe gap force, 10-second toe test, stand-up test,

and GLFS-25 showed significant improvements over
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the pre-intervention results. However, there were no
changes in the non-continuing group.

TF refers to the function of the muscle groups relat-
ed to toe movement and that of the muscle groups re-
lated to maintaining the plantar arch. When standing,
TF helps maintain balance by allowing the toes to grip
the ground; while walking, TF facilitates shock absorp-
tion during the initial contact phase of gait, supports
loads, and plays a role in single-leg support. It has been
reported that older individuals with weak TF or foot
deformities have a high risk of falls®”. It has also been
reported that individuals who sustained a fall over the
past six months had significantly lower toe lift angles
than that in those who did not®. There is an association
between fall risk and toe grip strength. Thus, it may be
possible to utilize this in the prevention of falls??. There
is a positive correlation between the toe grip strength
and the strengths of the tibialis anterior, abductor hal-
lucis, and flexor digitorum brevis muscles®®. Exercises
to strengthen these muscles may contribute to fall pre-
vention. A large amount of muscle activity occurs
during the towel gathering exercise, which involves
gripping a towel with the toes and resembles the toe
flexion movement taught during training3). Toe flexion
and extension exercises in the present study can be
performed anytime and anywhere, even without the
use of a towel or similar item. Therefore, it places little
burden on older individuals. Swiftly flexing and extend-
ing the toes requires motor dexterity.

Although toe gap force also requires motor dexterity,
there are no specific muscles playing a dominant role in
this movement, as muscles, such as the lumbricals and
the interossei complement each other while performing
this movement. It has been reported that those who
have sustained falls have lower interdigital pressure
than those who have not®. (Yamashita & Saitou, 2002).
A quantitative assessment of toe gap force and the risk
of falls have found that when toe gap force is 2.4 kg or
lower, the risk of falls is high'9. (Yamashita, et al., 2008).
The results of the present study indicate the possibility
that an improvement in the mean toe gap force to 2.5
kg or higher reduced the risk of falls. The 10-second toe
test requires toe agility, as flexion and extension move-
ments of the toe are repeated. A systematic review has
shown evidence that increased toe flexion strength is
associated with good posture as well as balance, which
indicates that there is a significant relation between toe
flexion strength and posture as well as with balance?®?.
Improved toe agility, therefore, can be expected to be
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effective in improving toe flexibility.

In the present study, we assessed BA using the LS
test. The stand-up test reflects not only BA related to
vertical movement function but also lower extremity
muscle strength and the ability to perform activities of
daily living®. The 2-step test assesses BA related to
horizontal movement, lower extremity muscle strength,
and comprehensive walking skills, such as flexibility?*.
The results of the present study suggest that toe flex-
ion and extension exercises may strengthen the muscle
groups associated with toe movements and mainte-
nance of the plantar arch, and may thus result in more
stable stand-up test results. In addition, there is a possi-
bility that the risk of falls decreases as a result of im-
provements in the GLFS-25 results. The GLFS-25 has
been correlated with walking speed®. Therefore, im-
provements in GLFS-25 results are likely to lead to im-
proved walking speed. The toe flexion and extension
exercise can be performed even when confined to bed,
so it can be performed by patients who require bedrest
as well as by those who are recovering after surgery.
The TF improvements as a result of toe flexion and
extension exercise are likely to be effective in prevent-
ing falls after the conclusion of the bedrest period.

However, we did not observe improvements in the
OLBT or the 2-step test. Both of these tests require
gross muscle strength and flexibility in multiple joints
because OLBT measurements are taken while the par-
ticipant supports their body with a single leg, and the
2-step test requires that the participant supports their
body weight on a single leg while taking each step.
Therefore, improvement in these types of balance skills
requires more than the toes alone; it also requires train-
ing for the lower back and extremities as a whole.

During the planning stage for this study, we aimed to
conduct a controlled two-arm study. However, there
were problems with this design, including problems re-
garding how to confirm whether the interventional ex-
ercises were performed appropriately and whether or
not the participants were able to maintain their level of
awareness regarding their participation in the study. In
this study, we utilized a calendar-type check sheet for
the purpose of determining whether the participants
performed the interventional training. However, the
fact that this depends upon self-reporting means that
there were limitations in the extent to which we could
confirm that the participants did perform the interven-
tional training. In the future, we would like to obtain

more verifiable results by having participants perform
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the exercises at an exercise facility for older individuals
or a similar institution. However, when considering that
approximately 40% of the participants in this study
were able to continue in their performance of the exer-
cise, it is clear that it would be difficult to collect data in
a prospective controlled two-arm study. The present
study was single-arm interventional study. However, by
analyzing the results after establishing subgroups with-
in the single group, we were able to improve the reli-
ability of this study. Nevertheless, in the future, per-
forming either a prospective controlled two-arm study
or a randomized study would verify the effectiveness of
toe flexion and extension exercise training.

Conclusions

In this study, we examined the effectiveness of inter-
ventional training with exercises involving toe flexion
and extension, which are the main toe movements, in
community-dwelling older women. Our study findings
may be summarized as follows:
1) Our comparisons of pre-intervention and post-inter-
vention data indicated that there were significant im-
provements in the TF, stand-up test, and GLFS-25.
2) Toe flexion and extension exercises increased the
overall strength of the toes, and also improved balance
ability with vertical movement (stand-up test) as well as
GLFS-25 scores. Thus, it is suggested that these exer-
cises may contribute to the prevention of falls among
older individuals.
3) In terms of the applicability to nursing practice, and
as toe flexion and extension exercises can be performed
during bedrest, it is possible for patients who are con-
fined to their beds to perform these exercises. In con-
clusion, we hope that these exercises will be included in
fall prevention rehabilitation programs.
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Brain Metastasis from a Myxofibrosarcoma
Case
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Abstract

A 68-year-old man presented with a 5-year history of progressive left proximal lateral calf tumor
invading the skin. He had no history of antecedent trauma or constitutional symptoms. Magnetic res-
onance imaging revealed a subcutaneous elastic hard tumor. We removed the tumor with a marginal
margin because of the benign pathology shown by the needle biopsy, but postsurgical pathology
showed myxofibrosarcoma. Therefore, postoperative radiation therapy (standard schedule of 25X 2.0
Gy, five fractions a week) was performed. However, recurring tumors were repeatedly observed; nev-
ertheless, additional surgeries were performed 11 years later. Finally, the tumor metastasized to the
right parietal region with no evidence of lung metastasis. The patient died from multiple brain metas-
tases and worsened general condition 11.5 years after the initial surgery.
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Introduction

Myxofibrosarcoma (MFS) is common sarcoma that
mainly occurs in the subcutaneous tissue of the extrem-
ities of elderly patients. In addition to pulmonary metas-
tasis, osseous or lymph node metastasis is sometimes
seen!. However, we report a sporadic brain metastasis
case with no apparent lung metastases or lymph nodes.
To our knowledge, this is the eighth case of MFS me-
tastasizing to the brain parenchyma in English litera-
tures.

Case Report
A 68-year-old Japanese male presented a mass of the
proximal lateral calf soft part tumor invading the skin.

He had noted a gradually enlarging mass over the last
5 years. A 5 x 4cm elastic hard tumor with mild tender-
ness was detected upon examination. The surface of the
tumor was irregular and the margin was unclear. His
history was unremarkable. Radiographs showed a non-
mineralized soft tissue mass with no involvement of
bone. T1- weighted magnetic resonance imaging (MRI)
showed a low-iso intensity mass, and T2-weighted MRI
showed a heterogeneous intensified mass with an un-
clear margin (Fig. 1). There was no uptake on the Galli-
um scintigram, indicating a benign fibrous lesion. The
tumor was removed at a marginal resection. However,
based on the surgical specimen, the pathological diagno-
sis was changed to low-grade fibromyxoid sarcoma. Af-

(Received 2023.9.3 / Accepted 2023.9.26)
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Figure 1

a) T1-weighted MRI

b) T2-weighted MRI

a) HE staining, x100

ter a l-year follow-up, the tumor became recurrent and
was hard-palpable, involving most extensor muscle, and
adhering to the skin. At that time, there was no other
tumor, or inguinal lymphadenopathy. The distal neuro-
vascular examination and laboratory findings were al-
most normal. A needle biopsy specimen was reviewed
as unclassified high-grade sarcoma (Fig. 2). After that,
we tried to remove the tumor at the wide margin, but
the evaluation of the resected margin was intralesional.
The mass had aggressively invaded the skin, intramus-
cular/intermuscular space, and had no capsule. The

gross appearance of the resected specimen showed a

b) MIB-1, x200

noncapsulated, elastic hard, tan-to-pink mass (8 cm max-
imum dimension) with foci of cyst and hemorrhage. The
tumor was composed of well-formed and variable sized
vessels with proliferative ovoid or short-spindle atypical
cell under microscope. There were many mitotic fig-
ures present. MES was the final pathological diagnosis.
Therefore, postoperative radiation therapy (standard
schedule with 25%2.0 Gy, five fractions a week) was
performed. However, the recurrent tumors were re-
peatedly observed despite additional surgeries 11 years
later. The final surgery was an above-knee amputation.
But the tumor metastasized to the right parietal region
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Figure 3

a) brain metastasis (transverse plane)
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b) brain metastasis (sagittal plane)

Table 1. Data from literature review of brain metastasis from myxofibrosarcoma cases

Age/ . . Metastatic site in the Interval between diagno-|References
No. Primary tumor site . . . .
gender brain sis and brain metastasis | (Authors and year number)
1 [18/F Left heart mass Right cerebellar 2 years Kim, et al. (1997)%
2 |72/F Femoral bone tumor |Right occipital 2 years Kawaguchi, et al. (2012) 5
3 |73/M  |Thoracic wall Left corona radiata 7.5 months Wernhart, et al. (2013) ©
4 |72/F Posterior left maxilla [Supra- & infratentorial |2 months Quimby, et al. (2015) ?
5 [41/M  |Left heart mass Right parietal & temporal|at the same time Badaloni, et al. (2017) ®
6 (67/M |Left posterior thigh |Right parietal 9.9 months Chan, et al. (2020) 9
7 |75/M  |Thoracic wall Left frontal 3 years Ferreira, et al. (2022) 10

without evidence of lung metastasis or lymph nodes
(Fig. 3). The patient died from multiple brain metasta-
ses and worsened general conditions at 11.5 years after
the initial surgery.

Discussion

MFES, previously known as a myxoid type of malig-
nant fibrous histiocytoma, is one of the common soft-tis-
sue sarcomas’. Complete surgical resection is the stan-
dard treatment, but the surgical margin is sometimes
evaluated as the intralesional margin because of the in-
filtrative growth pattern along the fascia or intermuscu-
lar extension. There have been few reports on metasta-
sis. Tsuchie et al?, reported the distance metastases
from 16 cases retrospectively. Eleven of the 16 patients
had lung metastasis, and five patients had lymph node
metastasis. They stated that MEFS with lung metastasis
1s more aggressive than the type of lymph node metas-
tasis. Sanfilippo et al®, reviewed 158 cases, and de-
scribed that five-year rates of local recurrence and dis-
tant metastases were 18% and 15%, respectively. How-

ever, there was no case of brain metastasis in these se-
ries.

In 1997, Kim¥ reported the first case of brain metasta-
sis from MFS. Kawaguchi, et al®. reported the second
case of brain metastasis causing multiple cerebral em-
bolisms (a 72-year-old female). At the initial stage, the
patient was diagnosed with femoral chondrosarcoma
and arterial fibrillation. After the surgical resection of
the metastatic tumor, the histological diagnosis was
changed to MFS. Wernhart® reported a case of the
right lower thoracic wall as the third case after review-
ing English literatures. Quimby, et al”, Badaloni, et al 9,
Chan, et al”, and Ferreira, et al'?, added the similar cas-
es, so far (Table 1).

Our present patient is the eighth case; the time until
brain metastasis was 11.5 years after the initial surgery.
Distant metastasis-free survival MEFS patients was re-
ported to be associated with mitotic activity and the
surgical margin status, et alY. In our case, the histolog-
ical evaluation gradually changed to the high-grade. Al-
though pulmonary, osseous or lymph node metastasis is
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sometimes seen, but the present case showed the rare
site of the metastasis. Because little is known about in-
tracerebral metastasis, more cases will be provided
with more accurate information.
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MR WNE A 20 vkt ¥ —+€ (CDK)
RZOMERTFICL YR ICHE SN, Zo8RE»
SRR A~ETT 2560 H b0 YK TOET
e X b p27 CDK inhibitor D FE B INASG 1 A
LSHINOERZHET LR, G2/MM0ER
ZIHETLZZENWHSIE oS, ZFOFEMES
TBRIANTH o720 22T, AFETIRZ DS
THREOMPE HG L L7z,

[(## B L UFHE]
1. Cell Culture

Hela S3 £ HEK293 %#10% heat-inactivated fetal
bovine serum (Thermo Fisher Scientific,
Waltham, MA, USA) % & A 72Dulbecco’s modified
Eagle’s medium (FUJIFILM Wako Pure Chemical
Corporation, Osaka, Japan) T37C, 5% CO2 1 ~
FaR—F—IZBWTHEL,

2. Immunoblotting

¥ 2 % 1 x SDS-PAGE sample buffer T i
SBB L7z ¥ v M IZSDS-PAGET /L, =L
s ruzuay s+ » 7L -5 TPVDF membranell
E L7z — W, Wk Pufk TR L7z £, NOVEX
ECL Chemiluminescent Substrate Reagent Kit
(Thermo Fisher Scientific) , ImageQuant LAS
4000mini (GE Healthcare) % v CTHiili L7z,

3. RNA preparation and Quantitative RT-PCR
79 A 3 ¥ A lZLipofectamine 3000 Reagent
(Thermo Fisher Scientific) % W 7o 720 ¥
£ WRNAIZXClick-iT Nascent RNA Capture Kit
(Thermo Fisher Scientific) 2 H Wi L7z,
7T A3 FEASINMNEZ 48R K57 L, MeOH
F7213SSA (10 ng/mL) TI1HEFRIALEE L7z, 20
%, FHERRNADO T X)) v 7 D78, 5EU (200
uM) Tl g % 2 I [ AL B L 7z, Total RNAZ
TRIzol Reagent (Thermo Fisher Scientific) % JI
WM S Lze SN v 7 Szl
A BRNA % click reactioniZ X ) ¥4 F >~ fb L7z,
ErF AL LZRNAZ A ML TR TEY Y E—X

Z TR # L7z, Quantitative RT-PCRD 723,
c¢DNA % SuperScript VILO ¢DNA Synthesis Kit
(Thermo Fisher Scientific) T )% L 72 Quantitative
RT-PCRIZ & MX3000P system (Agilent, Santa
Clara, CA, USA) #Hw/z,

4. Plasmid Construction

p27pro-GFP 75 A I K : CDKN 1B (p27) 7u
E— ¥ —H I ODNAW i %, HeLa S3#llfw o5/
LDNAZ5p27 pro cloning F Mlu I 3 & Up27 pro
cloning R Hind Il 774 ~—% JJ WTPCRIZ&L »
THIEL 720 ZOPCREWAMIuI & Hind I TYI#
L, pcDNA31-GFP7Z A3 NiZ¥77u—=>r7
L7z

pcDNA31-GFP w/o ATTTA 7 7 A 3 F : GFP
F-HindII 3 & O°GFP cloning R7 7 4 ~—% H\WwT
pcDNA31-GFP7 7 X I FH»HLPCRIZ & V) GFPA —
TN —=F 4 YT 7L — L% & GDNAR % B iE
L 726 PCR#% %#Hind I ¥Kpn I THJ W L,
pcDNA3.1-Myc/HIS (A) 75 A 3 F (Thermo
Fisher Scientific) 2% 7270 —=> 27 L 7
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T vay L THRZZIPTHREI SR L v F oA
2 & E&T g AARICEmeE, 79 A5
KT CREZ LAV ARG 2 #IR L, ZIP7
W TS AN 2 14720 & MZIP7TORFHEIK % #7727
WCSIL-CMV-MCS% il WTHE# L2y 4 VR % &
3, TIAFYIVICLDHEHEIUCLY T~
b a— VA & 15720 ARBEZE T lEMock#MllE & 1.5,
0. Mo YAy VI X DRl ENHE - e
ATl
(a). Migration assay
Transwell 24well Plate®insert camber!(Z
Mockil B  721%, ZIP7:® R FSHHMIL % Fh 2
N lwelld720 1 x 100 o % 3 F8 L7z, 240
MOREOE, A V7L Y FHOMZ E
27 V) AZNNAF Ly MEWTYML, B
T CTREMBORE T > N L
(b). Invasion assay
25%~ M) VIR~ M) 7 A % Transwell
24well Plate?®insert camberlZ il 2, Z® k12
Moclcfill i, F 721 3ZIPT M F F BN % Zh 2
Nlwelld 720 1 x 10°H fa % 3% HE L,
Migration assay & [l kIZ 24K O FE 22 2 17\,
WS T T v 7L U TFIRE LMz k%
v L7,
M. yxRyr7ay MECEEY VT EEBIO
ERR(i
Mocksll fa#k, ZIP7:# % % BL#k % Lysis M % H v
THEMLUERE 2L, BCAEICX Y EOHRE
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%5 L7zo SDS-PAGEIZ X % 43 #E & PVDEEA~®
Ty TFA Y TRITG, Ty XD, &—
WPA L DOBUBH, — RIUKIZ KIS T 2 HRPA &
TR & RS STz R R, LIRS
XY HWE 8Ny PR LB ELY 2
MR L7z S Ild e R A1, EBE &
BIFLD B 5 Akt, m-TORZIZ DWW TERI L 72

[#ER]
I. Ly F oA VA3 X 5 ZIPT:8E i 58 B 6k o #t
A
YIAYryTuy hiEr HwT, ZIPTO % VN
7B E MG L7z TORSE, Mock#ig & Lbig
L ZIP7:#% % 58 340 g, CTlX ZIP712 41 24§ A 50kDad
NV RS ENTEY, ZIPTOFSB A8
LCTWBZEdnhoize LIeoTLYFIA L
AP LY ZIPTEBF ST 2 B 8 /22 & 255
"oz
I. FJ Yy o VRIS & BHRRENRE - ZEiED
BRI
Migration assay, D#5H, ZIP7% @EIFEH S &7
SW480 - HCT116#%& Tix, Mockfill g & iz LT x
YTV Y TFICRIENSMBESEEIC LA L TWw
7o Invasion assay 2B\ T FREIZ, ZIP7:8H 3
AL T, MockMIfLIZlERTA YT L Y FIZT
e S AR ELASEHEE 3 Im L 720 PLEofSgEh
5, ZIPTOMBEEHICE Y 2h S oMtk BB
LR E LT A 2 AR R N,
M. vy Zx¥ 7y s FEI2X5Akt/mTORY 7
FOViEHEO FHI
ZIP7# B 583 D Akt, m-TOR Y 27" F WG~ D
B HEAKtOE) AT FE DY Y EBALIRE BX O
mTOR® Ser24485%4:m ) VM LiRIEZ SEEE & L,
YIAYyTay MEICXOBEEL 2. T O,
SW480 + HCT116¥kIZB W T, ZIP7BEIFBIRE CIX
Mock il fid 12 Je 8 L T, Akt Serd73 % U'mTOR
Ser2448Y) ¥ AL 7 Y XT ONY RS L M &
N, Akt, mTOR®DY YBALL NV FH %77z,
ZOZ LN, ZIPTBEIFEHE TIE Akt m-TORY
TR IVOWEEDTIHE L TV B I EBEZLLND,
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[EX]

INET, ZIPTD ) v 7 ¥y - WE GBI %
JHWTATo 72 MEGERS R CTld, ZIP7T2 ) v 72 5 v
T2 2L CHEBEERENME TS L2 RBLTY
%o AWFIE T, ZIPTOFEBITHE 255 A K N K g
W5 2 BB AT L, ZIPTOB\F B L E
BOBE) - ZHEESTIET A2 E 2 H S ML,
Z DT &H B ZIPTO % BLEN I A3 I8 55 B hE 2 AR T
KEBDOALST, ZIPTOSBLO & £ 0 I35
DENEZET LI EIREEINE, Thbb,
K & ZIPTO S B HBBRICH 5 2 LS5 2
bNb, ZLTH U837 SEHBAT O #2513,
ZIPTIZ K i 12 B W T Akt-mTORY 7 F V0 i 1k
LA LT, MO BEGE L W o 22 EE R
FHIM LTWBIERRIEINDE, ML XY
ZIPTH)# % 4t L 72 Akt-mTOR Y 7 F V@ fL &3 K
RO 727 5 — 7y MR BN D S

BRRARK]

1. Ay, KEEZ FA )20 e, 13
AT, R KIBIESC B SR N5
YAR—=F — ZIPTOSRBEFOMET. #1090
HARBI 2084, 20204, 16-18. fE K

2. KA, MiESEE, W06, MBS K
Wi 5 A DNEBE KA D2 MR b T v AKR—
7 — ZIP7. #1420 H A 38 P22 25 B B 4.
202066. > I4 >

3. ALHEES, KEAZ, WH#ESs, ANES ®
8y N5V AR—F — ZIPTIZ X B H3 A MK
DEMEAL. F38 M  AEA bbb B R4
2020.6.13. )l

4. A=, KAEGEZ, WOEA, .
WK BT B N5 v AR— 7 — O
03I H AR A b2 & k4. 20209, 14-16. F
A4 v

5. AUHEY, KfEAZ, WHES, 14038
v, FHBTF, EHESRT, B KE
WBUT LM N T Y AR—F — ZIPTE JE 51
HenMb Y. 5661 H ARSI
4y, 202011, 12-13. #h
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BEAIX AP EARTERDEIEICESZ 5228

ks ®AE

[IEL&IC]

RN, AR L b 2EHU OB LS
DHMAEDED S % 5EMEL R REFNTH D
I S I L 7B R I3 A SR R b A & L
THESNTWE0LH 5, IE, BPRHREEE
i EOEEERLH A L ORI OV TOREN D L
FTOWRESTETEY, WHOHMMEOFFITH M
HEOHENER L TWAWREE DL L SbNT
W5 ASEIZIZAIH SR b O LA D S5 LB
HET2500HY, BEHHTRDL  FERIMICHE
WEN7=t%, EEEZBNMER TN EET HEE
FlLX Rz 2N ERTEEZONDED, B
PRI TR 38 R0 B PSR AE 3 2 I R~ 52 B3
LMo Twiwn, 2T, EIARLEw, &
3K, WHFTHEID S T BN % A DN E N IR BEA
TR OBIFHIC G- 2 B BT DWW TNz,

[(#3H K OHE]

AEIRARALEY (REIREE200 u M) 81FdAH , A:3E
ITH A (FEPREE200 ¢ M) 123F0%0H, )7 )7Hl =% A

(F&i 200 1 g/mL) 4283 % & Le256FHFH O B h
IF* ZXF A 75 &brain heart infusion™X— Z D i
RBs . (BHIE KB ) CTREFEM TR L
Akkermansia muciniphila JCM33894,
Bacteroides intestinalis JCM13265, Bacteroides
uniformis JCM5828, Clostridium scindens
JCM6567, Clostridium butyricum JCM1391,
Clostridium intestinale JCM7506% 6 1 i o Ji; 55
AR PR E R 2 W 7ze 20u L D=3 X %
GFTE L7238477 V7 L — M 4 £5 7 B L 7-BHIE
PRE L (R 8 M) CTHAE Lz W20 u L%
mz, 37C, BEESGMT TR L7z, 48D 6
W OB ZWOEE (0D600) TRHMEL, #EEz b
Ll — by FRER L7

[#&R]

EIRACRILEM A 7 ) — = v T OKSR, 46 K
TIPSR Z R L7z SEHOLEmD ) b, 2
FEIE DAL A WA G P I I3 M 22 35 % b Dalkaroid
Fm s, T2 RELZZ1ISEHEOLEW o
9 b 2 flidcoumarind, 3 M X lignandH 244
SN, N5 5 HESE IE 3 #E L CTphenylalaninel

Y (FREHR - Aok FREER)

WEEEATW 2, M, 3438 L Tphenolfik & &
L AMFEOILEW D 9 B 2 Fi%idSphenold, 2 FH¥H
ASpolyphenolH 273 S 7z, L N T, &
24FEF D ESRIT B W T 6 WX T CHGHIEE Z R
L7278, BAGEIHI 2R Lz #5o 1 FHO AT
Holze BEHFANIBWTIZ, EREGZIILOEL
7o 9 MM G 2 R L2 — T, BT & R
FEHHHNIEG B DA 2 1) —= ¥ FEBRIZBWTH
DML,

P E RSO BARYEIC D W, M, A
3ORE, HE ERE-ZOHEAETRALESR
BB AR B, R 2N 2 7 AR,
GIENLHERAEROEEGZELD SO 6 Fffid~
TCHEM L Z-ME AR 2R Lz, £ 72k,
ol R ESE S LCiE, i, AjFE, B
i, IS, HE, AS2EMA, FIUTHAD, PR,
JEE, BN, K, W, W ERZ A KBRS
AR, AR, REEMA - TEREnLEENS
WA OE I RL 2 SO0 6 WS T THY
L 7=l R % 7R L7zo

[E%]

6 WHLOBIEOIRME % R SILEWICIE, FhEh
el U 7 S HERR S, R ORI D B R
BESMER ORGHIC LR W RIS S h-0b,
WEmAFHENRTWAIEELZONT, 72, I
SEDOREE & FEALE W Z OB FEWIC & > THi b
DOBBEDPRILEINT 720, BALRETIRERFTE R
WG PR PEBESNE W O RGO R A5 5 22 REME D
EZHN5b, 6 WO %R L /zalkaroid
HOLEW, EFRETH LA EBILYT 5
P % Fro Bt R alkaroidHATE A L Wik Ic L2
HF5HZ L THMROBIEZ T T L Y S %
LEZ oMz, DEXY, MK OBEOIRAESR 5 O
I 2 R TSRO N E OREEIMEEW O H
BPEICEADT S TV B REMEATE 2 Sz,

AEFIIFAEEBRRLAEmE LTHEESNRTWS D
DL B %  OBFER I % & AZ NS AR
T5ZETHREOHEMEEZ RS 20, AHBIALA
W& F USRNG5 A3 [ T B R R) S W & 2
IR N otz EZONL, — KT,
A SRR T B HHITH 513 SRR E IS
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BOTHEMLZENZRSNRTEY, #EHHAICE
WTENZRERR T A AEHIC L B BIIREIVEER
LNz, AHHARILEY, 42, Bl HAL E DM
HIF LY, BHREEICBW THSER DN T
VANEDLDEEZ BN, HNMREEE A LR
DHMEEL TOLREDZZ Shiz,

Toyama Medical Journal Vol. 34 No. 1

[RAR]

PrRAL, BokI5R. B0 % 22 X 2 NSt
W52 H528. 5650 H A RAE A & H A M5
KPS, 202211, 3-5, Rk

KR EHEHROERAEMICE BPordE@IzF~v4 70T 7Y >0
BIRZA T4 > JiRE
A B2 o TRRREEE (GRUHA  HH MM B H%R)

[EC®IZ]

Ji Al 1l 1 > F 7 A DTG 22 T 12 & D
BEEERICIEIAT B L £ 2 5N TV BD, ZO501H
BIETSIIEMm STV R, ZHREFa Y Vi
V) CVERALEEFPTP 0 (EIZF4EPprd) &3+
ARTEBICSE BT MG 7 82 HHTh Y, ¥
FIABMBBD) Y RERAETHZEICED, ¥
FTADGALEFET B, PTP &, MIfgstic 3o
oREraT) ik (Ig) FAL v E4o07 47
aut275v (FN) FAA4 Y% AL, 12o0REME
AV v 7 A, SHICHNEIRIC 2 o0F 0y S
) Vg% (PTP) FAAL Y% AT %, 2TRET
DR S, HEMO T ZADMTIE, IgFh A4~
NI A XN 3204787 (meA3,
meA6, meB) HERTF FORERNICL S, 4
G EDL8DODDATIAANY TV MRBT 52
EHHLCWD, 72, 3DODORTF FOHEAD
HIEEHETICE ST, YFTABREIFT Y FED
AR FEEINDE Y F T AOWHEDRES R
5o FIT, KW TlEPtprdd~<A4 7 axLr)
(meA3, meA6, meB) O BRI AT SA4L 7h
ARREFICL > THIM SN B Z LICL > TYF T A
OFRMAFLEEIND EAE LTze T O 2 BGES
5728, %o AR EREMEMRIC e MEET
BIBIN DRy — L 22BENNE 5 2,
PtprdD BRI A T 54 ¥ > ZFHili % 2T 505
WE T

(R HE]

I. BEEMESI~ OB S X OKCIL#

~ 7 AR AR AR LT, 25
B HIBE T 318 =150 u ABARME SV 2 %158 Z &
R R LG 2720 179V 20112063 1)
e, ¥#3HH (DIV3) »5DIV7 $TD 4

HRCoB/BEMM%E S5 2720 72, KCUl##E T
DIV 7 1250mM KCIT 4 FREEALBE U 7= HIBOHE T 7%
\ZBAZ TR BURN D7D HRRNAZRLL, T
FNT54<—%HWTcDNAZ G L 720

0. real-time PCRIZ & % JS8BUHAT

FosB X UPtprdD 3 Bl & 3 A N—271) — 0 %
Ji7zreal-time PCR (CtfE) (2 & Ot L 720 F 72,
GapdhD 3B w2 I WTH v 7V OHRiIE % 17>
725

M. PCR7 4 ¥ #—71) ¥ MEIZ X b Piprdi&fz 1

DAT S A Y v TNy — UEHE

¢cDNAS A4 751 —XYPTP S O F A L ~
4fk%E a— N9 5518 PCRTHIE L, pBluescript
N7 7= ITHABRICKRIBR IR L7, #foh
au=—iZR LT 32203 fruxry
(meA3, meA6, 3 X U'meB) Diifi AfHIK % & T
Fr #PCRT #IE L7z, 3 IRDNAK F 1%, meAk
meBO I AFBAL OB ALE T B Pst TS BWT
YIWT 212, BEAKE L, B & & D meA3, meAS,
meBOD #ER /8y — % Jeag Lz, 2000, oo
=BT ERA O Y VOB — R
MTHZLICL5T, DNAFGATIY—HIZEZE
N5 PprdzTO%~ A 70y v OfERIEE
EHH L7,

[#ER]

1. FosB X Ptprd D53 w

FosiB fnT- 13RI NG U CRB|AF LIS
ZENRHMOLNTWD, FIT, %W B OFos
mRNA®D 5Bl & % real-time PCR TN L72. TEA
il HE CLE kT BR B & JR B L CFos® %8 3 & H32.66%
(p=0.0071, t-test% WILELHIIE) (23N L Twv 72,
F 72, KCULIH:TI346f5 (p=0.0035, t-test% It
B IE) 2B LCTwze — 7, Ptprd mRNA®D
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FEBIEIL, BENMEED X OKCULBIEEIL 21465 (p
=0.0363 L O, p=00019, t-test% & It #1E) 12
BINL Tz,
0. Piprd~ A4 7 0Ly v ORERLE
3DODPiprd~ A4 7 ax sy vOEREFZPCR
TAYH=T) Y MCEVRRET A, BB
T Tldme A6 RINILF A HIN T 5 I DD - 7253
(p=0.078, x *#%E), meA 3B L UPmeBDEINIL
RICKE BRI GD o7, —F, KCHLHEEETIX
meBDEIULHEAIG REITHA L T8 (p=0.048,
¥ 2ME), meA3B X UmeA6?D IR HITHE L
Lol
II. Piprd meBORBIRY AT T4 ¥ v 7 OFEILE
9 24k
DIV3, 8, 16123843 % K2 K i Bz B Al #  Ji o
meBEHNY TV MEEEEN)T Y MOFHE
ZMRIzE A, DIV 8 25DIVI6D ] TmeBIE &
FHN) T Y OFEHENB X ZIMICHML v
(p<0.001, t-test)o

[(EZ]

MRS E 2 i 5 ~— % —TdH % FosDFE B i
(TSR, KCULHRETHMLTHY, ol
I SR & D KCURBLRE D T AT IR
Holze TOMEDPD, MRRITENIEE SRS X
UKCHLILZ X o TRES D Z AR Eh, B
FIEASKCULIL X ) 3R i B 2 553 5
Rt b R I N7z, 72, PprdDFEBIENEX
ol W EKCUL BT TH I LTz e,

Ptprd DFEBUI RGN X Y Afi2 215 2 &8
AN R

¥ 72, Ptprd meA6D#IULFII B SR CTO
AEML, —7, meBOESRILIFIZKCILHETD
AEBEIEKT LTV 222D, Pprdfz o
AUy ARSI ORI U TRE S
AT T4 Yy TR T B RREAURE S s,
F72, ARG O FEE B RS IR U7cmeBIEE A N
V7Y Fo¥ME, MG O LA D meBO
BIEOLT AT 2D LEEZ SNz,

N5 R PtprdD 3 DO~ A4 7axry
VOBIRMAT 5 A ¥ v ZHHERIREIC & - TR
L %2 2 CTB Y, FEAEMFEI BT D BUHE 7tk
G Piprd< 4 7 027y v ORI 2 2L S
&, PRE D] O T AL & S5E T A W REE 2 RIE T 5
LDOTHo72,

[ RAK]

FRFER

1. WM #ZE SHFF Hmkd HEF HHEM
2. KR B AR i o> B AU S & % Prprd
BRTOMUNT 2 v VPG 38 L
KbRESLERR S, 2020522, FE LB

2. WHES SR, Wmumed, &F M
2. R B AR i o0 B AR S & B Peprd
BTS2 ) VOB T T4 2~ T
i, 567 vh R H AR R P42 4, 2020.10. 16-
20, WebPBif#

Jurkatififa & A\ - TCREREFTAE R DIBEE

A OSREE SRR (FREHR T R fiEsdR, B4

[EL&IZ]

AR, BB TRATEM ORI Y, TCREE
TORRIIED & o TELD, T ORI IZE
5T, TN E TOTCROEBIANTIZ, THIN
DRBERLTIANARY =% W@ TEAR
L MR EBRELELE LT\, ZDODEHO
TCROFUE ISR IZ K E R EETH -T2
T, TARVEEMBEERE VT 25O
TCRO LRI 21 % R A (25T AT 5 ik o
HaMEDTE,

AWFFE CTlE s a8 L7z Jurkatfilie 2 J v ¢,

HEesk)

TR A (S TCRO YR SOGME % §-ili 3 % J7 3 o f
g&%gﬁ&f:o

(## s LVOHE]
I. CRISPR/Cas 9 {2 X % Jurkat A oIl o> &5
Jurkat#i la 12 PCD 8 ailifn -2 M A L, &L
V—4—%HWTCD 8 abpEfifuz #rl L7zs E 1L
T, Jurkatfl J2 23 N AEPEIC JE Bl L CW A TCR%Z
CRISPR/Cas9 T~/ v 7 7 7 kM L, Jurkat A
aBhCD 8 affllig 2 /R L 720
I. Jurkat NFAT-Luciferase L & — % — #ll §2 o
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e/

NFAT-Luc2P L F—% — @z T+ B L O
Hygromycinfif ¥4 & 1= 7 % il A A 7ZPiggyBac\ 7
% — % Jurkat AaBhCD 8 offl o I L 27 b RL —
v a v L, Hygromycin-BTtlL 273 ary3562¢
T, Jurkat NFAT-Luciferase L A —% — il la % 1F
W72,

M. PiggyBachF ¥ ARV ¥ k% M WAz TCRE
SEB Jurkat L R — & — Mg o Hi
TCRop it = F B & O°Blasticidin i % & 15 1
(BlastR) %, P2 AR T &5 L72TCRB-P 2 A-
TCRo-P 2 A-BlastR DNA % PiggyBac X7 ¥ —|Z #ll
A A, ZOXZ H —%Jurkat NFAT-Luciferase L
R—F—filg~zL s tuXRL—-3ya L,
BlasticidinTt L 27 ¥ 3 452 & T, TCREES
HJurkat L R— % — g 2R L 72,
V. Jurkatl R— % —Hild o KOstk

1G4 TCR% % % BlJurkat L K — % —#i g il
L7 baRLb—2 3 CT—BPICCD 8 aad %\ i
CD 8 ap% it % & B &, Luciferase 7 v £ A4 T
TCROKIGE% LB L7ze F72, CD8 DM AER
BB ORL DJurkat L R— 7 —Ha 2R L, =
NIZ1G4 TCROTAP fragment T L 7 k0K
L—varyL—@Hici#Ese, 1G4 TCROHT
Ji THAHNY-ESO-1 XT7F FZEV A L72COS7 -
HLA-A 2 /A24#ifg & —WpdlBi48 L, Luciferase7 v
A CTRIREZE I L 72,

[#ER]

1122w, Jurkat AoBhCD 8 oz i, v —
% —CTCD 3 TCD 8abh Ml %2 503 % 2
LTHRON, Fo, R LENE, TCRoud %
WIITCRpD A% Iz T EALTHCD3 2 5 Bl¢
3, TCRo/TCRBDEATCD3 = 5H 3 % k% i
RL 7

22w T, Jurkat NFAT-Luciferase L KA — % —
FEO/ERClx, NY-ESO-1X7F FEEG 1G4
TCRODTAP fragment% Jurkat NFAT-Luciferase
R—F—figiczv s rueXRL—-3ya L,
HLA-A 2 # 53 L72COS-7 Mg ENY-ESO-1 X7
F KT # % Luciferase L R— % —7 v £ A # 1T o
720 TOFER, NY-ESO-1X7F N HE M 2 Ko
DRI T & 72,

Toyama Medical Journal Vol. 34 No. 1

MiZ>WT, TCREE5 B Jurkat L AR — & —#ilig
OFEETIX, 6HIBEDOTCR cDNAZ HWT KM%
W E L7zo TCR#% % tPiggyBac X~ ¥ — % Jurkat
ATCRIZT L Z buaRL—¥ 3~ #, Blasticidin-S
TI5HM L7 Yary&23562LT, 6 HHED
TCRE NI DWW T HBIY 2 %258 ZE BN & %
1L, FACS% H\WCCD 3 OSBRI % 17 - 720
ZORER, 6MBEETIZBVTIO%LL o4& T
TCRZFIL Tz,

VIZ2WT, 1G4 TCR% & 5 BJurkatL K —
7 — MBI — & PEICCD 8 aad 5\ 1ZCD 8 of % i
RP L4 TIE, CD8aud BFEI AL R—
&y —Hie o RS %2 B LTwiz, $72, Jurkat/
CD 8aa, Jurkat/CD 8 achigh, Jurkat/CD 8 ap #l
JEIZTCRZ — @4 12 5B S ¢ TCRD BB % ik
L7 & 2 ACD8an%k # F 3 Bl & & 7zJurkat/
CD 8 achighfllfg A%k b & v S HEZEZ IR L7z,

[(Z£]

I o F X Y Jurkat NFAT-Luciferase L K —
7 —Hihe % w5 & TAP-Jurkati#: TTCRO 1 %
AT CEBH T ENMERTE/. LAaL, TAP
fragment TIXTCROFE B S — W TH 5 720 5F MM
% TCROBEREMNT I TH Y, TCRZ & FEBIM
fa % i HACHER T 2 HEPLETH D, €T TITo
72 I TlxPiggyBac% 5 Z & TTCR% & 58 H
HLDME R VERARETH 5 Z L HHERTE 2 £
72, NVoRER LY Jurkat L R — & —HilH o RSk
FETIE, CD8aad HEHAEH DL LIZL Y, Kk
P b EEs 2 LAk,

ZD XN, Fax O 728512 Jurkatil
JLIZTCRO RN ICHEH TH Y, HIZ T WX
Jurkatfife # V2% Z & THE SR 2 TCRO #
WAZY) ==V IR HETH D, 72, TCREE
%6 BlJurkatill 2 13 PiggyBacZ H W\ 5 Z & THif B2
MET&, ZHUTX D TCRO FM 2 B e AT A3 0]
A

[RRAR]

PR L, B, R Jurkatifl e & w7z
TCREEAEREA A DML, 45261 H A DA IZF &
W, 2022, 7, 20-22, BR.
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PDGFRY JFIVE T ) —~DIEEME42EE{LT 21%XENZEFT S

M RUE JRENE I (FREHR IR R HEEER)

[IEL&IC]

JBEEANLIE (GBM) &S M5 0 S5 7 BEME 1%
FPUER OB FEE~ DB EF A TE Y, BEH I
B OIRFEALZ X 2L AFRERI R OSBRI N T
Wb, FAUE, M/MREERER T (PDGF)-BB%
W % B9 AHgliomatk # 1E# L, PDGF % & 1k

(Pdgfr) o, p#ifc+% /v 2 77+ (a-KO,
B-KO, ap-KO) L7z ZADOMIZHH L, EED
KESOZA, JEEOMBRFNE b2 FCBIgE L
T2 F72, W RT FSa—F L LT, Pdgfrig
FEFRIER AR 252542 E L
PDGFRe, BZ#MET LA~ F =72 H%H L-FE
b7 o720 RIFEICE o T, MEEM/NREE 2K
L NEE R EMIEEE, R CTHIMERLR) A bAED
) WEH OREICHS T 5D0%, PDGFY 7
WAZHEN A B CCITT A2 &2 HIWE LCiise%
1Fo72

[(# ¥ B L UFHE]
<A
FEXTT7 v ARAF 9S4 i Yk ICPDGFRo,
PDGFRB#E (5T % Z N Z N HA T 72130 )7 % [F] k512
w277 b TE50-KO, B-KO, ap-KOZ% i1 L
oo WA BEELT, LoxPOARZRA THIT A
(Flox) % MW7z

e 5 e
PDGF-BB% & 56 31§ % gliomatk Z B 2. L, i o
LB REAE L 720

S G P A e 2 O AT

< AWERIL, 4 %PFATRHEERIZ/NT 7 1
VAL 4 umDYI e Lz, HKkY) T IZHEY %
T, FIgCoRER Mz 1T\, dlF OB
FCHE Lz, 8518, Mm% (CD31), RVUHA4 h
(Desmin), 7 A b a¥# 4 kb (GFAP), VEGF-A
DI Yt & AT VBB TS 2 1T 5 72

[

Cadaverin-Alexab55% il L, ARG TS O
Tt & B L 726

H 5 541)

PDGFRIHER] & LCTA~YF =T 2l L7z F
72, TV —<EHEEE L CTEV U FEMHL
72

[(EREEE]

a-KO, B-KO, of-KODJE#; 4 14 XD ES Tid,
af-KOA ik b K &<, aKO, B-KOWZXFMEETH Y,
* G W OFloxhs ik b /N Eh o7z, a-KO, B-KO,
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