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A Study of Significance of Focusing on the Algebraic Structure in the Expansion of
Number Sets in School Mathematics : Focusing on Three Approaches

Kazuhiro KURIHARA (Faculty of Human Science, Tokiwa University)

Abstract

In the study of numbers, it is pointed out that it is not a teaching material based on the idea of axiomatic
composition and structure, and the problem is that the consideration of numbers from the viewpoint of
structure based on mathematical requirements is insufficient.

The purpose of this study is to clarify the significance of focusing on the algebraic structure in the expansion
of number sets. The method of this study is theoretical research based on interpretation of literature. From
the viewpoint of theoretical necessity, we focus on the approach of introducing numbers in the expansion of
numbers, and defined three approaches, "approach by set", "operation approach”, and "approach by existence of
inverse element'.

The conclusion of this study is to foster student’s structural ideas through three approaches, to grasp the
three approaches in an integrated manner, to apply ideas from the perspective of algebraic structure in later
expansion situations, to promote student’s understanding of numbers and the expansion of number sets through
three approaches as a reflection, as a significance of grasping the expansion of numbers from the viewpoint of
the algebraic structure.
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Examining Student Attitudes about Online Communicative Language
Tasks: Action research from three university-level EFL courses

Kevin M. MCMANUS

Abstract

(Faculty of Human Science, Tokiwa University)

In this study, an action research approach is taken to measure and evaluate student attitudes in three

communicative English language courses towards two types of communicative language tasks in on online

setting: “live” group discussion via online conferencing software and written interactions through “forum-style”

software functions. Data was collected in the form of a short online questionnaire administered at the end of

each course’s respective term. Responses indicated that students generally held positive attitudes towards both

types of online communicative task, but that students who engaged in “live” discussion in addition to written

forum-style interaction tended to be more motivated to study, feel more improvement to their language ability,

and feel more satisfied overall with the interactive components of the course. The study concludes with a

brief discussion of the findings and their implications for future improvements to the three surveyed language

courses.

Keywords
Communicative English, Online Language Learning,
Google Classroom, Microsoft Teams, COVID-19

Introduction

In early 2020, the novel coronavirus disease
(COVID-19) quickly spread across the globe, and
the ensuing pandemic had a profound effect on every
aspect of society. One of the most heavily impacted
of these areas was education. Early in the pandemic,
the highly contagious airborne virus was found by
experts to thrive in close indoor spaces, turning
traditional classroom settings in which dozens (and
sometimes, hundreds) of students closely packed
together into a dangerously enclosed area with
high risk of spreading the virus. Governments and

schools struggled to balance the need for maintaining

student safety with the need to fulfill their duties as
educational providers.

For many universities in Japan (as well as schools
at all levels of education), the most feasible option
to try to meet both needs was to switch to an
online learning system. By organizing classes and
other educational content online, universities could
prioritize student safety and still offer most classes
in a given curriculum (with practicum-style classes
that required hands-on training being a common
notable exception).

This “solution” was not without significant
challenges. First, online education was relatively
uncommon in Japan, and thus many universities did
not have a system for organizing class content on
in place at the start of the pandemic. Furthermore,

many teachers had little or no experience teaching
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online, nor did they have their class material in a
format that could quickly and easily be digitized.
Perhaps most critically, many students did not
have access to home computers for completing
and organizing their weekly assignments or an
inexpensive and reliable Internet connection from
which to participate in weekly online lectures.

This struggle was difficult to overcome for students,
teachers, and administrators alike, and some class
“types” fared better than others in the transition.
Traditional lecture-style classes in which the teacher
disseminated information weekly and required of
students only a single final report or exam tended
to be easier to adapt to the online setting, as the
basic structure of teacher-to-student information
flow was unchanged. As previously noted, practicum
style classes, such as “teaching experience” classes
required for a teaching license, could not be held
online and were either granted special permission
to occur or were cancelled outright. Classes that
had a strong discussion-centered or otherwise
interactive component, however, were particularly
difficult to adapt to an online setting, as teachers
needed to arrange the course not only to disseminate
information, but to also provide students with a
platform for meaningful interaction. This problem
was further compounded in communicative language
classes, as meaningful interaction is a critical
component for second language development (Gass,
1997; Krashen, 1994; Pica, 1996).

In this study, the author first describes the
approaches he took to creating an authentic online
communicative environment in three English
language classes between April 2020 and August
2021. He then analyzes student questionnaire
responses from each of the three classes and

discusses their future relevance.

Background
Learning Languages with Technology

Computer Assisted Language Learning (CALL)
is often associated with a traditional teaching model
in which computers are used to supplement or
otherwise reinforce language teaching in a physical
classroom setting. Many schools with relatively
extensive second language learning curricula will
dedicate significant parts of their budget to purchase
and maintain one or more CALL computer rooms
where teachers can prepare learning material—
often focused on listening practice or interaction
—that engages students beyond the textbook.
However, modern CALL practitioners tend to define
CALL more broadly. Levy (1997) defined CALL
broadly as “the search for and study of applications
of the computer in language teaching and learning.”
Gamper and Knapp (2002) define it in more
precise terms as a field which explores the use of
computational methods and techniques as well as
new media for language learning and teaching.”

The history of computer assisted learning dates to
the 1960s, when large mainframe computers systems
started to become more common in universities. One
of the first and arguable most influential early uses
of computer for learning was the PLATO Project,
initiated by the university of Illinois in 1960. In
the following decades it developed into a massive
system and database containing thousands of
hours of instructional material—including language
instruction—in computer systems in countries
around the world (Etherington, 2017). Later, in the
1980s and 90s, as personal computing became more
affordable and commonplace, there was an increase
in use of computers for language instruction and
related research. At the time, CALL tended to be
programmed instruction, but this gradually evolved
overtime with new technology for multimedia such
as the CD-ROM and the increasing use of the World
Wide Web. As a result, CALL instruction gradually
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shifted to web-based, multimedia-focused, and often

interactive programs and modules (Davies, 2016).

Recent Changes in Online Language Learning

More recently, as increasingly larger portions of
the population have steady Internet access as well
as access to affordable computing devices like the
PC and tablet computers, online-based education
has grown in application and popularity. Online
Language Learning (OLL) is a term that refers to
a category of language learning systems including
Web-facilitated physical language classes, hybrid
online/physical language classes, and fully virtual
language classes. (The latter is also often referred
to as distance learning.) In their study of online
enrollments between 2002 and 2008, Allen and
Seaman (2010) noted that the annual growth rate
of online courses in the United States increased an
average of 19%, while online enrollment grew about
1.5% annually during the same period.

More than a decade later, this trend has continued
not only in the US, but also abroad, as more and
more universities and K-12 schools have taken
advantage of the convenience of technology. It
is no surprise that the COVID-19 pandemic has
only served to accelerate this trend. According to
UNESCO (2021), more than 1.2 billion children in
186 countries were affected by school closures. In
cases where the technology was available, most of
these students experienced some (or in some cases,
all) of their education in a learning environment that
was at least partially supported by online content.

There has also been a sharp trend towards online
learning in Japan. According to a 2020 survey
by McAfee (n=1356), following the Japanese
government recommendations for moving more
classroom content online in wake of the COVID-19
pandemic, 91.6% of university students had taken

online course in the previous year (McAfee, 2020).

E-learning Suites and Second Language Learning

With the sudden and unexpected onset of the
COVID-19 pandemic and the safety restrictions that
followed, many schools simply did not have the time
or other resources (including allocated budget) to
“shop around” for an online e-learning suite that
best fit their needs. Knowing this, web conferencing
software developers such as Google and Zoom offered
free conferencing services that were previously
hidden behind paywalls, or at the very least, were
more content-restrictive. Thanks to this, schools all
over the world could, at the very minimum, set up a
free environment in which teachers could teach and
otherwise communicate with pupils.

For schools in higher education, however, simple
access to conferencing software was not enough.
The complex and integrated curricula at the
university level require a greater level of software
options to properly organize file download access
for students and allow for setting deadlines, giving
out assignments, posting different media types, and
administering tests and quizzes. There were popular
options on the market from major developers that
offered these capabilities such as Google Classroom
and Microsoft Teams, as well as legacy education-
focused software suites such as Moodle. With these
tools at their disposal, the challenge for educators
became how to use e-learning suites to best help
students meet the objectives of the coursework with
as few compromises as possible.

In the realm of second-language teaching, this was
a difficult task, as the impersonal and independent
nature of virtual classroom-based learning naturally
creates barriers to authentic communication. Several
studies in recent years have examined this. In
their study on the use of Moodle for teaching EFL
at the tertiary level, Suppasetseree and Dennis
(2010) found that pre-pandemic, a third (6 of 18)
of their university’'s teaching faculty used Moodle

to supplement language lesson content online. The
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most commonly used features included content
management, forums and chat for language dialogue,
and creating workgroups and peer review groups,
among others. Furthermore, they found that students
had positive attitudes towards learning English using
Moodle, rating that the suite was generally easy to
use for a variety of classroom tasks including written
communication with classmates. Students also said
they felt confident that Moodle effectively enhanced
their learning, but also indicated that they preferred
to have face-to-face discussion with classmates and
teachers (Suppasetseree & Dennis, 2010).

In recent years, Google Classroom has been used
as the e-learning suite of choice for many language
programs. Aini (2018) described several reasons
why Google Classroom is well suited for language
teaching, including ease of access for students and
intuitive user interface for teachers, particularly
for organizing video and audio media for language
input and creating opportunities for assessment
through quizzes and assignments. Haggag (2019)
echoed these points in his study of using Google
Classroom to enhance communicative grammar
instruction for post-graduate students. In the study,
he asked participants to participate in a Google
Classroom-based communicative grammar module,
measuring the progress with pre- and post-tests.
Students were also asked to make regular reflective
“blog” posts about the experience, which served as
a platform for written discussion with the teacher
and other students. Following this, he surveyed
student attitudes about the experience and found
that students not only developed better mastery
over their grammar use (measured through testing)
, but that they also developed more positive attitudes
towards use of communicative grammar.

More recently, Salam (2020) investigated the
attitudes of EFL majors who had extensively used
Google Classroom to participate in a variety of

language classes over the majority of an academic

year. The results indicated that students were
generally positive overall about the use of Google
Classroom for their language classes during
the pandemic. They were particularly positive
about Google Classroom'’s functions for punctual
assignment submission and direct feedback from the
teacher. They rated Classroom as a ‘comfortable”
space for communication and that it functioned to
help students engage in “productive discussion.”
Negatively, however, some students indicated
dissatisfaction with the “always on” nature of the
e-learning suite. In other words, these students,
who regularly spent time on their smartphones
and computers in their daily lives, found that they
were often thinking about and checking in on their
enrolled classes on Google Classroom for updates.

There are still relatively few recent studies
published in English about the use of online
classroom suites when teaching communication, but
some studies have indicated that Japanese students
are generally unwilling or uninterested in taking
online courses and lack keyboarding skills, potentially
impacting their attitude toward extensive online
learning (Mehran et. al., 2017; Ushida, 2005; Lockley
and Promnitz-Hayashi, 2012).

Research Questions
Based on the previous research and the conditions
described in the introduction, this case study aims to

answer the following questions:

RQI. What are student attitudes regarding written forum-
based online interactions when learning communicative

English as a foreign language?

RQ2. What are student attitudes regarding online
interactions using web conferencing software-based
interactions when learning communicative English as a

foreign language?
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RQ3. Is there any difference between student attitudes
regarding written forum based interactions versus web
conferencing software-based interactions when learning

communicative English as a foreign language?

RQ4. How can both employed online communicative

teaching activities be improved for future implementation?

Method

Theoretical Approach

Rather than seek to identify significant implications
that can be generalized in the greater communicative
language teaching context, with this study the author
primarily aims to assess his own incorporation of
communicative practices in a virtual classroom
setting for the purpose of evaluating their
effectiveness, understanding students’ attitudes
toward them, and considering how to improve them
in future classes. To this end, the author structed
this study according to Johnson's (2005) Action
Research Process and Descriptors. This process
focuses on a systematic planning and observation of
a class in a very specific context but acknowledges
that the small—and in this case, varied—sample size
means that making generalizations for the larger
population beyond the specific context in which
the data was collected is futile. As such, statistical
quantitative analysis is maintained at a minimum
in favor of case study-like approach that focuses on

varied data sources.

Data Sources and Collection

To answer the research questions, the author
collected original quantitative and qualitative data
from a single thirteen-item questionnaire between
the 13th and 15th weeks of instruction in three
different communicative language courses taught
by the author. The questionnaire was administered
using the freely available software “Google Forms.”

While a separate questionnaire form was created for

each of the three classes, the thirteen items featured
in this study were the same in each. (Other items
were asked of participants, but were omitted from
this study for lack of relevance.)

Of the thirteen items on the questionnaire, eight
were based on a five-point Likert scale, four were
open-ended questions, and one was a three-option
multiple choice question. The eight Likert questions
were each written to gauge different student
attitudes regarding the use of online communication
activities in their respective classes. The attitude
categories included participation (the students’
indicated level of their own active participation
in the activities), authenticity (the students’
evaluation of how “authentic” the online interactions
felt), improvement (the students’ perceived level of
improvement of their own English communication
ability as a result of the activities), motivation (the
students’ indicated level of motivation to participate
in the activities), continuance (the students’
indicated desire to participate in similar activities
again in the future), frequency (students’ perceptions
of the appropriateness of the frequency of online
interactions), online satisfaction (the students
indicated level of overall satisfaction in the online
communicative portion of the course) and overall
satisfaction (the students’ indicated level of overall
satisfaction in the course as a whole).

The questionnaire was administered in Japanese,
created by the author using free translation
software on DeepL.com and later checked by a
native speaker of Japanese. The English version
of the full questionnaire can be found in Appendix
A. Participation in the study was optional and the
questionnaire was conducted anonymously. The
results were not viewed by the author until after
each relative course’s grading period had ended to
prevent any possible bias in grading on the part of
the author. All participants agreed to a statement of

informed consent before participating in the study.
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The following sections describe each of the three
courses in which the study was conducted, including
the course goals, student demographics, and other

important contextual details.

Course A: Content-based Discussion Course

The first course (henceforth, “Course A") was
a content-based discussion course held as an
elective course in the Department of Education at
Ibaraki University in Mito, Ibaraki in the spring
semester of 2020. The primary goal of the course
was to give students a foundational vocabulary
and knowledge base from which to discuss a range
of topics related to the course theme, “Discussion
about Contemporary American Culture from the
Perspective of Californian Society.” Twenty students
enrolled and participated in the course throughout
the semester. Sixteen students responded to the
questionnaire (a response rate of 80%).

Prior to the COVID-19 pandemic, the author
taught Course A three times in a traditional “in-
person” format. Because of Ibaraki University's
policy following the onset of the pandemic, all fifteen
90-minute class sessions in the spring 2020 semester
were taught online using Microsoft Teams online
classroom suite.

While there was some variation among sessions,
the basic format for each class period in Course
A was to start each class with a warm-up group
discussion question, followed by a short (20-to-30
minute) PowerPoint presentation by the teacher on
a topic related to American culture. Topics included
immigration, gun violence, the obesity epidemic,
bilingual education, and homelessness, among others.
Following the teacher’s presentation, students were
given a task related to the lecture topic in which
students had to work in small groups to solve. The
communicative tasks varied in complexity. In some
cases, they just required students to share their

opinions and reactions about the class topic. In

other cases, they were more involved. For example,
the discussion task for the “bilingual education”
class period asked students to roll play as different
stakeholders in a community—a school board
member, a teacher, a parent of immigrant child, a
parent of local child, etc—and through discussion
come to a consensus about which type of bilingual
education policy was best for their community.
Following discussion, a representative from each
group summarized his/her group’s discussion to the

entire class.

Communicative Task A: Simultaneous Live Meetings

Because of the heavily discussion-based nature of
Course A, the teacher utilized Microsoft Teams'
ability to create multiple simultaneous “meetings.”
By creating the meeting “rooms” before class began,
the teacher could easily direct students to go to
one of the pre-determined rooms during discussion
time. The nature of Microsoft Teams also allowed
the teacher to easily “jump” between rooms and
participate in or otherwise observe student group
discussions at any time. To save time and minimize
confusion, the teacher decided on group composition
and posted the information to students before the
class began. Groups were almost always made up of

four students.

Communicative Task B: Written Reflection Dialogues

In addition to the simultaneous meetings, the
teacher utilized a second, written interaction
component to Course A. Using the “comment”
function on Microsoft Teams, the teacher posted
weekly reflection questions. Students were asked to
not only post their own reflections, but to leave two
or more ‘meaningful” comments on their classmates’
reflections. (Students were also asked to respond in
part to any comments left on their own reflection,
creating an authentic communicative exchange about

the class material.)
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Course B: Four Skills-based Compulsory Course

The second “course” (Henceforth, “Course B")
was actually two compulsory English courses in
the “Framework for Tokiwa English Curriculum”
(FTEC) at Tokiwa University in Mito, Ibaraki in the
fall semester of 2020. The two courses were English
IV (compulsory for first-year students) and English
VI (a continuation course following English IV,
compulsory for second-year students), both taught
by the author. Both courses in Course B followed a
four-skills approach based on Cambridge Learning’s
Interchange Book 2. Being part of the same core
FTEC curriculum, both courses followed the same
basic structure and were thus grouped into a single
“Course B” for the purposes of this study. Eighty-
nine combined students enrolled in the author’s
English IV and VI classes, with a combined 33
respondents to the questionnaire (response rate of
37%).

Prior to the COVID-19 pandemic, the author taught
Course B three times in a traditional “in-person”
format. Similarly with Ibaraki University's policy
described above, Tokiwa University also adopted
an online-only format from the middle of spring
semester, lasting throughout the fall semester.
Differing from Course A, Course B was taught using
Google Classroom, as it was the preferred online
suite at Tokiwa University. (Tokiwa University
also offers teachers and students the option of
using Moodle for online classwork. The author used
Moodle for Course B in the spring 2020 semester
but switched to Google Classroom in the fall 2020
semester period surveyed in the current study.)

Also differing from Course A, Course B was taught
entirely in an “on-demand” style during the survey
period. This decision was made at the request of
the university, which asked teachers to avoid giving
“live, simultaneous lectures” and instead provide
downloadable content which students could access

at their convenience and according to their available

PC resources and Internet connectivity. In Course
B, the author prepared a short weekly lesson on
a select language point in the form of a 15-to-20-
minute recorded PowerPoint presentation uploaded
to a private YouTube channel. In addition to this
explanatory presentation, frequent class activities
included grammar practice assignments, sentence
building assignments, and listening and reading
assignments directly from the course textbook. The
author also created short original audio files based on

textbook themes for additional listening practice.

Communicative Task: Group-based Written Dialogues

For the interactive portion of Course B relevant
to this study, the author decided against live
simultaneous group discussions via conferencing
software (as in Course A) for two reasons: first,
the 40+ student class size made managing groups
and “breakout rooms” extremely difficult; second, a
university survey of students indicated that many
a had neither reliable Internet access nor access
to a microphone, meaning that simultaneous live
conferencing would likely leave some students unable
to participate. (Furthermore, at the time this course
was conducted, the Google Classroom suite did not
offer effective tools for holding live simultaneous
breakout sessions.) Rather, the interactive portion
was managed as “online group discussion” based on
the “question” function in Google Classroom. For this
task, students were pre-assigned to groups and were
asked to share their opinions on a question and reply
to their group members’ opinions in kind. Students
were also encouraged to always reply to someone
who left an opinion on their original post. As a
minimum the task required one original opinion post
and three replies, but some students would post well

beyond that.
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Course C: Content-based Reading and Discussion
Course

The third course (henceforth, “Course C") was
a content-based reading and discussion course
offered in the Communication Department at
Tokiwa University in the spring 2021 semester.
The primary goal of the course was to introduce
students to the Sustainable Development Goals
(SDGs) through extended reading passages and
give them a foundational vocabulary and knowledge
base from which to discuss a range of topics related
to the SDGs. The course textbook was ‘Living as
Global Citizens: An Introduction to the Sustainable
Development Goals.” Nineteen students enrolled and
participated in the course throughout the semester.
Thirteen students responded to the questionnaire (a
response rate of 68%).

Unlike Courses A and B above, Course C was
held primarily in person following the more relaxed
COVID-19-related classroom guidelines initiated from
the 2021 academic year. These new guidelines, while
mandating in-person classes, discouraged group work
in class as a safety precaution against the virus. As
a result, the author structured most in-class time
around textbook exercises and other input-related
tasks such as searching about a particular SDG
online. Pair work was used sparingly and always in
strict accordance with the university's guidelines for

social distancing and other protective measures.

Communicative Task: Written Reflection Dialogues
The addition of an online discussion component was
added to supplement the opportunities for interaction
considering the aforementioned COVID-19-related
in-class guidelines. Similarly to Course B, the author
utilized the “Question” function on Google Classroom,
allowing students to post their opinion on a topic
and reply to other students in kind. Also similarly
to Course B, these tasks required students to reply

to three or more classmates in addition to posting

their own opinion. Due to the relatively small class
size, however, the author did not mandate specific
groups. Instead, students could comment and reply

on whoever’s post they wanted.

Results
Course A

As described in the previous section, Course A
(n=16) was taught entirely online and contained two
“communicative” sections: weekly live discussion
groups via video conferencing software and weekly
written reflection dialogues.

On a standard 5-point Likert scale in which 5
represented the answer “strongly agree” and 1
represented the answer ‘strongly disagree,” most
students described themselves as having a high
participation rate in all activities (Ql; mean=4.75,
SD=0.58). When describing how “authentic” they
felt their online interactions with classmates were,
students strongly agreed that the activities were
authentic (Q2; mean=4.81, SD=04), the highest rated
category in the entire survey. Students also tended
to rate that their interactions helped them improve
their communicative English ability (Q3; mean=4.56,
SD=051) and motivated them to participate in class
(Q4; mean=4.44, SD=0.63). With regards to whether
they would like to do similar online interactions in
other classes, students generally agreed, though at
a lower rate than any other item in the survey (Q5;
mean=4.25, SD=0.86). The satisfaction rate was
positive, but slightly lower for the online interactive
portion of the course (Q10; mean=4.63, SD=05) than
for the course as a whole (Q11; mean=4.81, SD=04).
A percentage-based breakdown of each question can

be found in Figure 1.
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Figure 1
Course A (n=16) Selected Responses
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Regarding the desired frequency of the online
interactive component of the course, students tended
to rate as ‘just the right amount” (Q6; mean=3.19,
SD=0.66). Finally, when asked how they would
have wanted to participate in the class if COVID-19
restrictions were not in place (Q13), 62.5% (n=10)
indicated they would rather take the class entirely
in person, and 25% (n=4) indicated that they would
want to take it completely online again, and 12.5%
(n=2) indicated they would want to take a class that

incorporated in-person and online elements.

Course B

As described in the previous section, Course B
(n=33) was taught entirely online but with the
caveat that all material be provided “on-demand”
(i.e. simultaneous interactions via net conferencing
were not possible). Thus, the online communicative
interaction component of this course consisted of
semi-weekly group-based “forum” responses.

On the same “agree/disagree” Likert scale as

40.0%

= Neither ®Disagree Strongly Disagree

60.0%

100.0%

Course A, most students described themselves
as having a high participation rate in all activities
(Q1; mean=4.7, SD=0.53). Students also tended
to rate their written interactions as “authentic”
(Q2; mean=4.45, SD=0.71), while fewer students
indicated that their interactions helped them
improve their communicative English ability (Q3;
mean=4.30, SD=0.81) and even fewer that the
interactions motivated them to participate in class
(Q4; mean=4.12, SD=0.82). With regards to whether
they would like to do similar online interactions in
other classes, students indicated mixed feelings,
rating this item lower than any other in the survey
(Q5; mean=3.88, SD=0.78). Similarly with Course A,
the satisfaction rate of Course B was positive, but
slightly lower for the online interactive portion of
the course (Q10; mean=4.09, SD=0.57) than for the
course as a whole (Q11; mean=4.42, SD=0.66). A
percentage-based breakdown of each question can be

found in Figure 2.
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Figure 2
Course B (n=33) Selected Responses
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Regarding the desired frequency of the online
interactive component of the course, students tended
to rate as ‘just the right amount” (Q6; mean=3.39,
SD=0.5). Finally, when asked how they would have
wanted to participate in the class if COVID-19
restrictions were not in place (Q13), 78.8% (n=26)
indicated they would rather take the class entirely
in person, and 3.0% (n=1) indicated that they would
want to take it completely online again, and 18.2%
(n=6) indicated they would want to take a class that

incorporated in-person and online elements.

Course C

Course C (n=13) was the only course of the three
that was taught primarily in person, with the online
communicative portion serving as an additional
supplement. Similarly with Course B, the online
interactive component was writing based, centered
on written dialogues in response to student reactions
to class themes.

On the “agree/disagree” Likert scale questions,
most students described themselves as having a high

participation rate in all activities (Ql; mean=4.62,

60.0% 80.0% 100.0%

SD=0.51). Students generally tended to rate their
written interactions as “authentic” (Q2; mean=4.23,
SD=0.73), while, similarly with Course B, fewer
students indicated that their interactions helped
them improve their communicative English ability
(Q3; mean=4.08, SD=0.64) and motivated them to
participate in class (Q4; mean=3.92, SD=0.76). With
regards to whether they would like to do similar
online interactions in other classes, students indicated
mixed feelings, rating this item lower than any other
in the survey, drawing another parallel to Course B
(Q5; mean=3.77, SD=0.73). Similarly with Courses A
and B, the satisfaction rate of Course B was generally
positive, but lower for the online interactive portion
of the course (Q10; mean=4.0, SD=0.58) than for the
course as a whole (Q11; mean=4.69, SD=0.48). A
percentage-based breakdown of each question can be

found in Figure 3.
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Figure 3
Course C (n=13) Selected Responses
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Regarding the desired frequency of the online
interactive component of the course, students tended
to rate towards “too much” more than the other two
courses (Q6; mean=3.77, SD=0.73). Finally, when
asked how they would have wanted to participate
in the class if COVID-19 restrictions were not in
place (Q13), 84.6% (n=11) indicated they would
rather take the class entirely in person and 15.4%
(n=2) indicated they would want to take a class
that incorporated in-person and online elements. No
students responded that they would want to take the

class again completely online.

40.0%

60.0% 80.0% 100.0%
Combined Results

A combined visual representation that compares
the above means for questions 1 through 6, 10, and
11 in ascending order can be found in Figure 4. (Note
that Q6 “Frequency’ is included in this figure for
convenience despite being the only item not based on
the same “agree/disagree” Likert scale as the other
questions. Instead, as previously indicated, it was
based on a 5-point scale spanning the answer options
of “too little/just right/too much” with regards
to the students’ opinion about frequency of online

communicative tasks.
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Figure 4

Courses A, B, and C Combined Results Comparison
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This figure demonstrates a clear pattern among
the three courses in which Course A (live virtual
discussions and written reaction forums) was clearly
rated higher in almost all categories except for
Q1 “Participation” (higher than but with no clear
discrepancy with Course B) and Q6 “Frequency.”
Similarly, Course C (mainly in-person with an
online interaction component based around written
reactions) was rated lower than the other courses in
most categories, save for Q6 “Frequency” and Q11

“Overall Satisfaction.”

Discussion

Research Question 1

The first research question seeks to explore
student attitudes regarding their written interactions
with classmates. This was selected by the author as
the foremost area of interest in this study because
it was the only type of interaction that was shared
by all three courses. As described above, Course
B was the only among the three courses to feature
written interaction as the sole sources of online

interaction, while Course C, a primarily “in-person”
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course, used written interaction to supplement the
reduction of face-to-face interactions due to safety
measures. When just comparing the results of these
two courses, students who used written interaction
as their only means of communication with
classmates and the teacher (Course B) tended to
rate that those interactions as more authentic and as
leading to more motivation and improvement of their
communication skills than when students has written
interactions in addition to in-person interactions with
classmates and the teacher (Course C).

There could be some possible reasons for this
trend in the results. One possibility is that Course
B students, who had no other means of interaction
as the course was taught entirely “on-demand,”
tended to appreciate the significance of having
an opportunity to interact with classmates and
teacher over the prospect of having essentially
zero opportunities for authentic communication in a
language course. This interpretation is supported by
a few of the comments by students in Course B for

Questions 7 and 8 (See Table 1).
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Table 1

Select Responses for Questions 7 and 8 from Course B

Student Comment (translated from Japanese)

A Q7. “T appreciated that I could talk with my classmates every week, especially because I could
not interact with them in person.”
Q8. “T was happy to get feedback every week from the teacher. It made me want to do my
best.”

B Q7. “Sometimes I felt tired doing textbook exercises. But [interacting with classmates] was a lot
of fun. I wish we could do it more.”
Q8. “Thank you [to the teacher] for your comments. I could learn from them.”

C Q7. “I wish more of my classes had a chance to interact with others.”

Q8. “Tt was helpful when [the teacher] corrected my errors. I also felt happy when he

commented casually about my opinion.”

On the other hand, Course C students, who were
already meeting their teacher and classmates in
the weekly 90-minute classes, may not have felt as
much novelty from the additional online interactions.
This is supported both by the relatively highest
perception of frequency leaning towards “too often”
(M=377, SD=0.73) and lowest satisfaction rate for
the online portion of the class. Two students echoed
this in their responses to Question 7: ‘I felt that the
online discussions were unnecessary. It would have
been better if we talked more in class instead of
online.” -Student D; “There was a lot of homework
in this class that included reading, vocabulary, and
preparation sheets for class sessions. To be honest,
the online reaction assignments were too much.”
-Student E. Similarly with Course B, however,
comments by students in Course C were appreciative
of feedback and other interaction involving the
course instructor.

As for the written discussion component of Course
A, it was difficult to parse the students’ opinions
towards only the written portion of the course
because of the wording of the questionnaire (which
combined both written and “live” interactions
into a single category). However, one student
commented specifically on the written tasks: ‘I

enjoyed exchanging my ideas with classmates using

the ‘reaction forum.” Sometimes I had difficulty
expressing my opinion during the [live] discussion
sessions, so [having the opportunity to write my
reactions and comments to others] was useful for

me.” -Student F.

Research Question 2

The second research question sought to specifically
identify student attitudes about using conference
software for ‘live” video interactions with other
students and the teacher. Course A was the only
course of the three with this option. While is
impossible to attribute the average ratings in the
question categories specifically to the “live” video
interactions, the results are telling. Course A was
rated as the highest mean score in all question
categories. (For Q6 “Frequency,’” Course A was
rated as the closest to 3.00, indicated it was rated
as being closest to “just the right frequency of
activity,” the “ideal” option.) Because having the
“live” interactions was the most prominent differing
feature between Course A and Courses B and C, it
can be assumed that this was one likely reason for
higher ratings across the board. In other words, it is
possible that the ‘live” interactive element was more
motivating to students and helped them feel more

improvement of their communication ability than if
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the class only had written interactions. This positive
sentiment is further reflected in several student
comments from Course A, as seen in Table 2. Of

note, two of the four selected comments mention

Table 2

Select Responses for Questions 7 from Course A

the “challenge” of holding discussions “live” rather
than through writing. It can be implied that students
rated “live” interactions higher than written ones

despite the increased challenge.

Student Comment (translated from Japanese)

G Q7. “Having a chance to talk to my classmates every week was my favorite part of class. I miss
seeing my classmates because we cannot meet on campus, so I was happy to talk with them
online.”

H Q7. ‘T really enjoyed the discussion sessions. It was sometimes challenging, but I did my best.”

I Q7. “The weekly discussions were fun. I was so nervous when I was the group leader, but my
group members were supportive. It was a good experience.”

] Q7. “Some of the discussion topics about American society were challenging. However, this

made me want to prepare before every class. I felt my English improved from this class.”

Research Question 3

The third research question seeks to find the
differences between student attitudes regarding
“live” simultaneous interaction over conferences
software and forum-based written discussions.
The very different nature of the academic content
and pacing between the three Courses makes this
question difficult to answer with any certainty.
However, the clear trend towards highest
positivity rates for the categories of “authenticity,”
“improvement,” “motivation,” and “satisfaction”
from students who participated in the class with
“live” interactions hints that these interactions
were a significant factor in the students’ responses.
The results for Question 10 (“satisfaction for online
interactions”) is perhaps the most telling of these
answers, as it indicates a clear preference for online
activities that include a “live” oral communication
element. This is not necessarily surprising, as
simulated discussion groups over video conferencing
can be viewed as “closer” to a traditional education
environment than written forums alone. By hearing

their classmates’ and teacher’s voice in real-time,

students may have almost felt as if they were in
a virtual interactive classroom and not completely

isolated to self-study.

Research Question 4 and Future Implications

The final research question asks how the methods
of interaction described in this study could be
improved for implementation in future classes.
Firstly, it is important to note that students in
all three courses rated relatively high “overall
satisfaction” (Q11) for the course as a whole.
These responses alone indicate that drastic changes
to the curriculum or and course content are not
immediately necessary. As the saying goes: ‘If it
ain't broke, don't fix it.”

Considering individual student responses when
asked “how to improve the course,” most students
were reluctant to answer, either leaving the question
blank or writing “nothing” (or its equivalent).
However, there were a few noteworthy comments

from the three Courses, as seen in Table 3.
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Table 3

Select Responses for Question 12

Course

Comment (translated from Japanese)

A “T sometimes had connectivity problems and could not participate in the discussions. I felt bad

about missing out.”

“T wanted to have more time for group work. Sometimes my group didn't have enough time to

finish was asked of us.”

“Tt would have been nice to have more feedback on my speaking.”

B “It was difficult to participate in class from my smartphone.” (Variations of this were indicated

by several students.)

“T wish we could have held this class in person. I really hate COVID-19.”

“There was a little too much homework.”

C “T wish there were fewer assignments.”

“Sometimes the online discussions felt repetitive. I received the same reply from many

classmates.”

“T wanted to have more time to do group work in class.”

When comparing the higher overall satisfaction
ratings to the “online component satisfaction”
ratings, Course A, the only course to have live
simultaneous interactions, was clearly more well
regarded than the others. This implies that, all things
being equal, using conferencing software to simulate
authentic interaction is preferable whenever possible.
However, as indicated previously, this can be difficult
in some settings as students may not have access to
a stable Internet connection or even a microphone-
equipped PC. Likewise, larger class sizes can create
class management challenges for simultaneous group
discussions. Therefore, “live” discussions should
be seriously considered in an online language class
setting in which (a) there is a manageable number
of students and (b) the students have confirmed
that they all have access to stable Internet and basic
conferencing equipment (such as a smartphone).
Student level is not addressed in this study, but it
would of course be another important consideration
for a virtual language classroom. (Lower-level
students will likely not appreciate nor benefit as
much from live discussions compared to intermediate

or advanced language students.)

The combined responses indicate that, absent of
other options for interaction, written forum-based
interactions will likely be appreciated by students
as a worthwhile addition to a language course.
However, as indicated by the differences between
ratings in Courses B and C, such written interactions
may not be as well received by students who are
already meeting and having other interactions
in person in a traditional classroom setting. Such
students may be more likely to not want to continue
the activity as well as feel that the activity occurred
too frequently in the course syllabus. Considering
the eventual return to traditional in-person classes
as the COVID-19 pandemic slowly subsides, this is
perhaps the most important implication for future
class planning: written forum-based interactions
can successfully add an interactive dimension to
a language course, but it should be used sparingly
when appropriate, and with due consideration of the
overall language goals and workload in a language

course.
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Conclusion

As stated in a previous section, this study follows
an “action research” format that seeks to find areas
of improvement for the specific language courses in
the study rather than making sweeping conclusions
or implications for language teaching in general. With
that in mind, the results of this study suggest that
for the specific classes described in the study, online-
based tasks to promote written and oral interaction
were generally useful to create authentic and
motivating opportunities for communication between
students and student/teacher, with the caveat that
students still tend to prefer authentic face-to-face
communication. Specific benefits to using online-
based interaction may include primarily being able to
simulate an environment for authentic language use
in the virtual space. Other benefits included ensuring
student safety and using time flexibly and efficiently.
Drawbacks, on the other hand, included barriers to
participation because of student connectivity and
access to necessary equipment, task fatigue from
students in “hybrid” classes, and that no matter how
“authentic,” students may feel that virtual interaction

doesn't substitute for real in-person interaction.
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Appendix A

Questionnaire ltems

1.

10.

I participated earnestly in all or most online
class activities.

(I=strongly disagree; 5=strongly agree)

The online section of this class allowed me to
use English for authentic communication with
other people.

(1=strongly disagree; 5=strongly agree)

The online section of this class effectively
helped me improve my overall communication
ability in English.

(I1=strongly disagree; 5=strongly agree)

I felt motivated to participate in the online
section of this class every week because of the
interactive component.

(I=strongly disagree; 5=strongly agree)

I would like to do similar online interaction in
my other non-language classes.

(1=strongly disagree; 5=strongly agree)

The frequency of online interaction in this class
was:

(1=Not enough; 3=just right; 5=too much)

What did you think about the online section
of this class that allowed you to interact with
your classmates (i.e. TEAMS group discussions;
Interaction forum)?

(Open answer)

What did you think about the online section of
this class that allowed you to interact with your
teacher (i.e. weekly attendance check question
and class Q&A forum)?

(Open answer)

Did you encounter any technical problems
at least once that affected your ability to
participate in class? If so, please specify.

(Open answer)

Overall, I was satisfied with the online
communicative activities (live discussion groups,

written discussion forums, etc.) in this class.
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(1=strongly disagree; 5=strongly agree)

11. I was satisfied with this class overall.
(1=strongly disagree; 5=strongly agree)

12. If you could improve something about this class,
what would it be? Please explain your answer.
(Open answer)

13. If COVID-19 was not an influencing factor, how
would you have preferred to participate in this
class?

(a. Completely in person; b. Completely online; c.

Combination of online and in-person)
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Abstract

In a previous study, I compared Hobbes and Hume's theory of intelligence. Both emphasized the imagination
and the causal thinking habits as human nature. This treatise examines their theories of passion. What they
have in common is that they think that passion, not reason, motivates human behaviour. In this respect, Hobbes
and Hume's theory of passion is different from traditional theories of passion. Hume insisted that reason is the
slave of the passions and can never pretend to any other office than to serve and obey them. Hume sought to
explain the creation of personality and the social world based on the concept of sympathy. Hobbs and Hume
agreed that they emphasized human causal thinking habits and viewed passions as the root of human behavior,
but their social theories were completely different because Hume thought that society was not foumed on
contract, but on sympathy.
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—1. [BEEHES] EWDBREEXRD S OFEE

(1) &v I X EE=BEDOARIHE

(V77 A T7H ] E6BEOREIL [—KIHEE
IFIEN 5 8IS X 2 BB ORI IZ OV T, BLO
ENOEDPRJINLFRE] Thib, W kv 7T
. THIVE EIFEZD BERTTEHO
Tlx%z <., UL%%@W%%%&%KTwé;&#b
Nho ZTLTHEEEEIIOVWTOID L) AR
Al ﬁﬂ@(ﬁmffﬁl%%<é®ﬁ%%%o
Ry T AL 6 EDOHEIT [#4E] (Deliberation;

Deliberatio) & [ & (Will; Voluntas) 122\ Cif
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LTCWwWh, #YE L IZAHOLD R pORK, BEE, A
Y, BMOBFTH Y. TNABIE LTINS DI,
OIHLNAHGORK L 72 RBEEIZIS L TIT > 720 (A
WEL720352&o [HHE] (Liberty; Libertas) % #%
bOELIEENLTHD, Fy TRIID L) BBk
R BEE, A, BMiorb b hb b Ot
EPIZH RSN, B b L FLMETLE LTV,
ZLTIRTOMEIT, FUEL TV LWHEITDIL
B ARELHIT SN 0T 5 L &b B EEbI
Bo EWVIHDIE, bbb Z DT THSORKR
BEEIZIG UCy AT) 2T 2 200 [HH] 2 REL
TWwbH15Thb (Hobbes L 1.6.27-30) (10),

Ry TRFESIC [EE] 2OV TRD &9 125
LTwa,

HEEIZB VT, 7Aoo ll#E |z EHE I
DMV DIEDOWK F 723X, bIUbIWSE
BEIERb O, BET DL 0H1TA (RBHTIEZR
) THhHbo, WETLEEI,PLOTEELZLAET

ooooooooooooooo
.........

THHEV)ERITRLS BV, RS, B LE
9 CThHIUL, BIEICK T 2 BERAT A L 7
WL THA, 20, BEMITLIIEEDIO
L DA HIFA L. (Hobbes L 1.6.31, 5 AU
EILIED)

CITHRY TRF AT THREMI L T BA5 [
BT 28 EELY o] L) iRk, [EWHEMGS
EREALZTANV N ESRENICHIZTLLOTH
5o

Ky 7L E, B (Animals; Animalis) 12
2O 18] (Motion; Motus) 3%, U&D
& [HEa7% b ol (Vitall; Vitalis) & WE, A
LB EEEICDI o THLZ B 2 & 7 (kR S
N5 THUIIMAT, IR¥E. MR, T4, okze, HRfZ:
EOFTRETH Y . 1577 (Imagination; Imaginatio)
OYPNT R LEL L\,

b e [HiMAYES) ] (Animall motion;
Motus Animalis) T& Y (11), [ EEIZ X 2 #EH) ]

(Voluntary motion; Motus Voluntarius) & b ¥
N, OO R TEVREAN /B 12, Sn
D EEL72D . FREZHALAZD T2 E Vo 2@ H)T
Hbo TNHLOEEMATAIL, DIz TEIAL T
OWTL, [Ml% | 122V TOETT 5 BE KT
L5, [HUEI1] ST NTOEEIC L BB ORAD)
OWNHHTH D EIEHERTHY ., ZR0HIC
W2 5488 L CHNAHNIZIE [%77] (Endeavour;
Conatus) LWEN %, ZOEI % [Tl ©H b,
Ry TAPERK 2SO L LTEITF L0, [#k]
(Appetite; Appetitio). [#& | (Desire; Cupido) [
] (Aversion; Aversio) TH b, [%T1] X, Th
ISR L72bol2mn ) Baisid Tack] 2 4k
B LI, 5000 5MNL 20l ENDE
2ix (B8] LIEh 2 (Hobbes T 16.1-2),

Ry 7 [# - B IOV TLEEIZE > T
LCwb, &y 7R L UL, §ErORCKD L Ik
ZORREEALRLDTH-> T HPNHEE LTI
[#] (Good: Bonum) &EM-SbDTHY ., TEELHE
oxt g [HE ] (Bvill, Malum) Th b, Tz, i
OFEROMRITOFESL R, LEDIZESLZVWEDTH
bo THWZ, Ihb [F]ELTEHEI<EL0]
W) FRETRICENEHHT S [ AR] (Person)
LOBRIZBWTHH SN 2D TH Y Halirofsxt
BIZZ) THDHDTIER L, WEEERORMEDSF]
ERZEND [# - E] IZowTod@oRHl L v,
7272, (BT 2 VAD R WEEIR) EDAD A
Mo, (AT LV ABNTIR) FRERET S
MNEDPS . HEVIIHEIZ LW AL DPEEIZL
STHEL T, TOHREZNLDZ LIZOWTOH
AlE 2 MEE LR LEHENS, FlE 2 hizdim
OFANDH %D Td % (Hobbes L 1.6.7) o

oSt - 20 [EHaw] LORFAEEZ 5
) R CHEELRENTH LA, ZOHIIOVTIHEEE
HH7OTiwm L7z,

ECATRIRTRAZE)IC, Ay 7Rk [V Y74
T ] B5ET [ (#E) ) (Reason; Ratio) % .
[DIbNOBEZHOT, £ 7-OIIREIN—
e 58 % 8 O IR O FHE (Reckoning; Computatio)
M7 57\~ ] (Hobbes L 152) &E#HL T\w5, %



ta—v=AnE ANHORE (4) — 2200 NMARMER Ay 72X 2 -0 —

72T H NV b D 2BEAO K 4 TIlE, [HERmT R
SR E OEENAKILL . DITEREOLET OETIB
FHEHUNDMEDTHH Y 22\ 7EAHr9 ] (12) &
BT 5,

[FiE] & TT&] L OBRICBET 2E5%I2BWT
b, Ry 7T RUE THEWG I —ICa] OV IGEEFFL .
[EEO AR Z2FERE] (2. THOHRE]! &v) Ao
WA 2R () 2R TL2FEEEZELETLHI LT
HbH, LETERERT L, TNW Ay 7L, HEN L
BECLoTHEEHET2 L v ) Z I3RS R
Vo TRTOBEEEHRICETINLSDOTHLD
T, kv TAO#ERTIE, BEIEA SN L SO
ThbHEzn s (Il 2010: 109-10)

(2) Ea—4: BFe=RENHR

La— Al XniE Bak TRIEWNZ £
(original existence) TH V. N ZNLAOAE
RFEDEOBE & $ 5 X9 RBERGEE LMD &
ATV (Hume T 2335)s & a—2DF&mIC
BOWTETHRITREZOIZ. 218 [HE#Hw] ©
eI REDITOND EVH) HTHA D, PRI E
. Bae T8lE] Tk, 3T %] T
HDLH. BEATHZEED T L2 Lid v, [HE
Gl CaRENzE I, THYE BXO THM] ok
Jolix. BlaB L EORILTH LD T, BEDOAT
WBTHBEEARALZT LI TER Y, Tz, [HEiE]
DHATEREIF I EZ RIEFTLOTH L LTI, #
MEEEL S DOANTL 2D TIE R\, [EMEYX
A FHRIZES LD TH Y, EIEIAKGER KGR
X, HAFEOFELL LTHBESNLIDOTHSL, 2D &
IS ba—2ao [MHemm] & [tk & TElE
Lxaon MBIz S (FIE 1996: 43-6)

VU ED L) BH», La— a3 1% ke
DWT] LR H2BICBVWTOHIRLBIAIZOW
TOFRBEPHIHED TN D, Z LTy B R
54, (animal spirits) 205, b L < AR R A9 &
HEmENMEHAT A2 00, LICAETE L) RIS
(RIFMIENSR) % &R 7 [P - 3] SIpO, 2nb
OWIFIEIR DB 5 & O SEHIEL D5, 2 DH)
SDOBENHNEIIADL I EICLoTET S XD %
% (AWHS) & [ME&] LIFATYS (Hume T

2111

L2 — AF AU T O IRARMAERITH A
THRM R NIAKTE T 20T, ZhEBEL LD
AR, R BRITAICE NN TLE D 2B,
B (2W) IS (1F&) ICERERETLEL
TWh, TRWA L 2—A41F, JBICRZFTH IV &
BB, OBEETRTAILES LWL ESER DL
590
(3) Ea—L  EBHEESONRTHS

3. TR . boa— 238 264 34 35
ZBWT, R EEROBEELE AORE L [ L
HEORS | (I2OWCEED 23S, MHELR&ICEE
S, AMIZHEOIRFICHEI R 2B WToA [FH
il THHLEHmLTVDY, TIULEY TH D L Eik
T2, La—AEZDL) BPEFNRTRTER->T D

-------

L% L) (Hume T 2331, BRFAIETHE)
LIERTW S,

La—2l2ik . E1OEIZOWTER I,
1% TaERm] TR L [k o & s [
FE DRI 28] & (3R S BT 254
W HN5 S ENEELRERE Lo Tnd, RIED
TR DR A ZNINT TS DT HBDRK & %2 5 &
FIRSNDLWREME v, 2F D HEFETRTOT)
FHBIEICBWTHHTH Y, FilfiziIze AT
TOHM L METHITTON, TS OIMERN 5%
MZZNHE TRITAOBERE LIRS R VWOTH S
(Hume T 2.33.2)o

DL b L 0O REHEST 22, b LR
Zhuzrmg ) [ME#)] (emotion) (13) &L % D i,
WA TFHT L2 En6TH D, FTHOHEBNIIME
PHELLEZOTIE R, FADHT LN THS,
va— A, BEZT TRV 2T 50 E b 2%
DZWETRLZOL, H208H, 2F ) k%
B EWZ [HEEEEOR] 3 ) 2w, n
) ZEDHHE T o TWD, o=l Xiug, Bt
P CRATOFTE S ERZT I LN TES, [HEEME
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M (volition) HEARZT I LI TELRVEWV) L
Ao, UM E O EESESER WIS &
BB\ ITTEECHE & BEEL S ZEIATRTDH
by V) ZEPHHINL, COLII@wMLLD
L Ba—AEDED L) ITHRTV S,

DDA A & BPEORISIZ D\ TED b X
ISUE. BEECTEMCEE LTV A 0Tk, B

ooooooooooooooooooooo

PRTHILIFETF o LT TER V. ZOERITWV
KOBEPERZLODEHIZEbNLNE Ltk w
DT, INEFEIT B 72020 ODROEER
LTBLIEBARBYTIELVES S, (Hume
T 2334, SFAsEy | H#E)

La—AHENZOHGOHPFETEHERRT VLD,
[BEIIEEONFETH Y. hDOEIHILRETH D]
L) RBUIERTHEMI TH L DT, ENEH 72
ODEGEPUIN e bo —RIZZOLHEIT, Ba—A
OIS O 20— > & L CHE ST
WDBY, TNERHBORPSWOEELTLE ) &2
NOREOERE FLEL 2 L2k D) kv,

La— 23 2k E ., e L EEOBRIZOWT
SEHITHETZINZ T2, Itz X9 12l aIdR
FHLGEETHY . Ihx ENDIOFERTFEDR
BOBGET D L) BRLWHEE XML EA TV
Vi, SR TWwR & &, RITHFEIZZONE (B
D) WZEBEDLNTVDLEOTHY ., ADMEDGE T KL
LEE EGNEVEE BRE5 74— MU ETH S
EELMLL, REZDHED L, EnStox)
FLOBBED > TTW ARV, ZRW A, TOHEAE
HILE PR ICR.H 5 WVIEFET A 2 L IIAWEETH
% (Hume T 23.35),

La—al2dkniE, s 2o [EE ] (affection)
RIS B LIRS ENTEADIR, LI, &
PR, BLAREDL, MERLLE Vo2&
A EBIEE L 2 W RS 2 L v ) g
HEOWTVLLE, E212, MLrOFEE 12
(&I Lo TITBE R ZF) v, Gl szl

72 L TR e T AR D72 L2 b as#IR L,
RIZOWVTOHBIZBWTEVIENE T I5E6, ©2
DCTHbo Lo TC, 72 ziTblLanLh k&R
FLROTVDRLDOLD L, IDFHo7HLROTY
5139 2O, WIE L D EREICTWLTE D BN K
HE b2 &b RBRIC, FPEIIKT 2D Tldzvy,
ZOE, BEIIKT 520G TIER CHB RO T
&% (Hume T 2.3.36)0

3—2. BEORE

CITREYy TR a—AIZIA T, TANVED
HEDFEIONWTH L) HIFTHhIzve LT TRS
WY, 3FDHNET BHEOMBEICITZENIERE L
EWIEI RV, 72727V NI BEILIEEN TR
BHORTECD D ) [HEREE] 360170,
ZIUZDFRHNNDH B LHIE L TWADICH LT, ba
— 20 [EFEEE] & THE#EEE] oK% IE4{by
HIRIIE RV E LTV,

(&I ST 2EEI213E) LT —EDBERE
BOXF LIV, ZNICH Db ST =HD [IKIG
(&) ] IcowToidmzr B L7zok, TAR (R
) Fl #EET )X CIOMER#MITLZLIET
EBVEEZTHIALTHA I,

(1) FHivk

FHIV M [l 2 bl LbdREH
MY EeE COmEMI Lh > CEF 72 CTORET
52N TEHELT, [#&] (admiration) 25
HEIEDHTW5E, TV ML, b7z L7z 61T
SORMOMGENEH) LT, BE, ML IR
SNt ZIIRRS D2 L2EITHE LD O»
ZATHVRE o bRbRn) LRI LDT,
BEIHLOLHEEOLEPTRADLDTHS, B
IR OEED v BN SRR D % ,ITbiz Lz
LOEEREZELSOPMS 21FUL, blzLzbidE
STKBPENT, Bk LIlENEho05 05T
&% (Descartes P 253)

FENTT A MIBERSIRET 20290
WOWTHIHL TS, b L72bd L DD RD
RESIZEBD/NESIZEDENIIE LT, BEIZIFE
BMEBHEAE DO (o TRITR L ThAz L bIEES



ta—v=AnE ANHORE (4) — 2200 NMARMER Ay 72X 2 -0 —

REMLZY), BHLAEYV T2, 22Hh54L050
A5, [## ] (magnanimité) & [E2 ] (orgueil) . [
] (humilite) & [HE] (basse) TH Y. fiiv T [H
141 (habitude) 7% U % (Descartes P 254).

T2 LD DbILbIll o TEVDID L
LCHNL L&, blzLbidENizionwL T %]
(amour) ZW72&, ML LTHNL L X12IF L
A ] (haine) 2\W72<, ZLC [# -E] oZoOFL
ERPOMOEENEENL, THV NI, FNHD
Eex R 72 CCHRAT 2 72 0rE % X35 & L,
HERBELIV L, BV oZ ) kk~biLzb
x»rbE L EaL LT [HE] (désir) ZHIFTn
bo HET L0 ERT D HART L WEBDND
LOE, bz L7zbIl [HE] (espérance) & H7- 2.
A B DT M THIUL [A%] (crainte) 127% %,
MEDPILIZRE VW E [0 ] (séeurite) & IFIXAL,
WRE DAL [#22] (désespoir) & 7% (Descartes
P 256-8) 5

TANMEZORI ST, FRLEM, IR, M
HEDSETERHLEINNEL T DY, HfETIEAR
WetEeix TBE) TE]L HLAL THE]L [E0]
(joie) s [#E L & (tristesse) D62 L 227 <, o
FTRTOEZEING 6 DDIEEDW L DD DEET
&b LI TWS (Descartes P 2.69) o

FIphN Y . AL MIEAICIEFOEELED
MCENNHY, [BE] PRIEFEETHLLLTW
LA, PIUFENERIEEOH &V B, SFH L
TWwbe 20, HEOMA LITLOEH,IZEE 2
LIRS T L ORIIDH D, 728 21X BEDE
mTHLDIE, TNETHE Lozl babizL]:
HIZFIRE, SR LD SR LEIIBNTTHD
(Descartes P 275)s 2O X H 2, THNV MIHEET
HLETHZIIMET2DDEEZ TS,

(2) kv TX

2-1. TRELHIICKAYyTRF VT 74 7H
V] EEEIIBWT, AHORAN L EETHL [
1T IECR] T8RE] THE] 251772, i
X, Zn 512 [%] (Love; Amare) & 18 L& ] (Hate;
Odium) . T=0] (Joy; Gaudium) & [ L & (Griefe;
Dolor) %Mz 77 >0 &% [HlRe] LT,

FNERDL LI [ZHRICBL L e] oFiHE AT
Wk, Ky 7 RZROAODEEIC L > T, Bl
B E Y BRI E S ON5 L LTWAEY, &
NN DO L5 TR DOV TR L IC
(v B1OHEBIE, BFPLL L OREHTE L0
BPIZOVTOANLDHITTH Y, 5213, LML
AMMFENLHRTH L, FIOHEHIZ, ThH1C
VT LR RERETHY, B4, EED LI
MHZ DL DTH 5o

COEIBIEIZLSoT, Ay T AR STEER
HBEOFHERA TS (R1. 2BHEI NV,
72k 213 4] (Hope; Spes) &%, &5 b D #x i
BTELEVIHWEz L b sk TH Y., [H#
% | (Despair; Desperatio) &\ZZF DM TdH b, [
ffi] (Fear; Metus) &3, ;R EE2ZIT5 L0
HiE &b o7z [HEE] THD ., [BE] (Courage;
Fortitudo) L ZFLH DN, ZOEZIRIICL - T
BRI HmEELL L IBETHY) . BROH
LAE TR Y |(Anger; Ira) EWHEN S o [HEREY 22 752
&, b7z LebAFICZWT 5 [HEfS] (Confidence;
Fiducia) THh Y. [fG 2] (&, bz LzbH
H1272w§ % [A1E] (Diffidence; Indignatio) T 5
(Hobbes L 1.6.12)

CDEI) BB THRYy 7RG T AN NERE LRk
LEEE LY HIFCNDA, [F#H] b ELBE0D
LD LTCHHEN TS, &y 7RI L IUL, FH
LRI Ko TIFE S LD ey AFRIICERD Szl
A LIRS N R B VIR T B kN
DEEIZBVTHE D IZHEIEL D ANE, »ho
LEBODHNIEL W ) FEREARR Z DM KM~
EAMIZE LD SN T, IRY D2 BT LR
LMD ZENRTE AV, HAOMAIZZID L) A
I ORAMiA 5 Al S N7z THH (Hobbes L 1.126) 0

—fRIZA Y T RIZAE ORI T LD 5% 5 L7 X
IIIZEDbNTWBEH, it %% ] (Benevolence;
Benevolentia) % [#3 ] (Charity; Charitas) 7= &®
fis 123 (Fifg) #d7:529 L3288 b. AHD
HaThbe LT 770NV PHBARORED
GACHROEETHLE Lz [BE] 1k, kv 7RI
BOTEHERNZLOTIE AL, BFLELLETS D
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S5 5 (simple passions) ﬁki (Appetite) ML \\(Desire) - (Love.) BB (Aversion)
LA (Hate) EU (Joy) &L & (Griefe)
#2 (Hope) #2 (Despair) i (Feare) %5 (Courage)
#1) (Anger) #{E (Confidence) Mz (Diffidence) 1&# (Indignation)
7#% (Benevolence) #%2 (Good-Will) ## (Charity) ERAAM (Good Nature)
HE# (Covetousnesse) .0 (Ambition) /vy (Pusillanimity) EE (Magnanimity)
FH (Valour) [fl5% (Fortitude) [EIORE (Liberality) 22 (Wretchednesse)
%B% A E S (diversified | B & (Miserablenesse) 1% (Parsimony) #4) (Kindnesse) BADES (Naturall Lust)
passions) 152 (Luxury) EnfEE (Passion of Love) R (Jealousie) E%0 (Revengefulnesse)
4740 (Curiosity) ¥ (Religion) #1E (Superstition) EOF#H (True Religion)
i (Panique Terror) %% (Admiration) 8% (Glorying) g7 (Vain-Glory)
4% (Dejection) 2280183 (Sudden Glory) 228D %3 (Sudden Dejection) il (Shame)
485 (Impudence) #a (Pitty) [@1% (Compassion) [EIf2ELE (Fellow-Feeling)
B (Cruelty) #4%0 (Emulation) % (Envy)

(##1)  (Hobbes L.6.13) . “Griefe”,

“Revengefulnesse”, “Panique Terror”,

%®2. Ea—-LICLD [

=] ORE

“Feare”, * Covetousnesse”,

“Pitty"lFR#E D F FRE L.

“Wretchednesse”, “Miserablenesse”, “Kindnesse”, “Naturall Lust”, “Jealousie”,

#L L (violent)

BICEIEMA, RICEBEERLEWIRE
(the desire of punishment to our enemies, and of happiness to our friends)
#1Z (hunger) AR (lust)

—RiE% (pri .
A% (primary passions) Z O DD DREEKIFSK (a few other bodily appetites)
N #% (benevolence) 1Y (resentment) E~DEE (the love of life)
E¥h (calm) . - . .
FLH7HADEL S (kindness to children)
AR (desire) 1% (aversion) EU (joy)
LU (violent, EHLH ef, 2 (he Bt (f
B (direct) 55 (violent) |7 (g—ne.) ?% ( op.e) (fear)
#22 (despair) 20 (security)
@ h (calm) EAD—HEHIFR (the general appetite for good) BADHE (aversion to evil)
= %1%% (secondary passions) 1 (pride) #F (humility) .+ (ambition) Ef.L (vanity)
% (love) L% (hatred)
L L (violent)
R (indirect) 5% VO i (envy) = (ity)
EE (malice) #A (generosity)

#Eeh (calm)

ANIEDRFR & TR (approval and disapproval of person)

(H#2) ZoFEIF. #E (1996:49) HArdal (1966:10-1) DHAEF EHFHDTHS,

WLATHY, BEREZHMAS ) LT HHMKERY LTS WA EX{LT A LI TELRVELTWS
LW HTAMBEAEDLDTHDLEENTWD,

(3) Ea—4
b a—ADEEICHET

(aversion). [ 2 L & ]

% | (hope). [7fi] (fear).
o] (security) D8 ONFNIIH 725, [HEFEE
EH I & & Ak, L

LiETAHILETHELS L

(undirect passions)
15 TIED L PMoFEEE
I REETH b,

LOHEOFMIE, Zhe K

[#Z ] (desire).
(grief) [ # O] (oy).
[#i2 ] (despair).

voa—ald [E#EES] & THEEES] o5

WTIE—fEIZE Y 2 &

[ 7

FatLchiFonsoid, [0 ] (pride). [HT
(humility) . [#(>] (ambition). [HE(] (vanity).
[%] (love). [14L & (hatred). [#i& ] (envy). [
Bl e [HE] T2 EnbEOLNTWS, & (pity). [ | (malice). [& K] (generosity)
[ 4] (direct passions) & 1&, 3EIE L5
EREIELZ OTHD,

BIUOZENOLIEMHET 2D TH S (Hume T
[ | 21.14),
La—2dZniCHe s, 1L H 2 TS
[ % O [En ] & THRTL TE] L LA IZOoWTE
MBI ATV, BEEBEICOWTOZERITE 2ED
REIGEWHE3SHMBEIHTITON L. Lrbhriid

HEESLEENSL V) FErLIEELZ NN
ANHEORGEE DIFEREFRE LT, HB3HTIH [#
FLTHYD L TENOEE] [TFEb 725 0F L &
WTEDLIETTHY, £D (Hume T 2338). #9HITIE MHUIEI 2Nz, KIZ
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FEG Iz E IRk THLZ ) TR T2
DAL O ORBNHE] 2HIF T3 (Hume T
2398)

L7=A> T, ba—20EE&HICIE [H#EEE] &
[M#EE] L oKMPENIS, TAMOREISEL D
el & T2 oEe] L) KEIzd s 2 LIl
Ths TIUIDVTIZT TIZWL DD ITIIZICE
WCIRRS R S [—IE&] & TDREE] fw
OG- Z 5N TWwS, ZLTEBIC 2 — A,
L] & TEeh] Lv) I XX LIT-
TWBA, PEoIz2o»Tld, Ardal (1966: 10- 1)
SRR 2 BB 2 AT E AU D AT (1996: 49)
PHEELAER LT (F2. 2RI/,

3—3. Ba—L: ARREFESEHCBHESH (Bx
;) HRDZRER

MYELBRTEZL)IC, ba—20fEamIZMm
i & B E 2% SMEICH 5o AB ORI L A
DERIZHET 5 b 2 — 2 DOFEEIL, MR ORI
MO OTHY, o [HEF] 2%M) LT,
L a— 2 AR E Lo 48] (sympathy) 12
HEF2Z L2k o Ty AMEDY T3] iz, fib
BHEOBRIZBWTHD I2bDTHL I ERRLE
DTH b

(1) FEEs (3% OREENR: BCLE

L2 — 2 FMEEEOREEHAT 212H 725 T,
0 [x5% ] (object) & HEK % XHT 5, HEES
OXFFIE TAKE] THY, FHH ERTIZOWTIE [H
. (self). BEELAIZDWTIE [t | (other
person) MEDXWNRE LD, FEHREIFEN L DL, xf
ZThHNEEHRESOWHETH Y, T [Pho
IR #5250 [NMEOES] #5225 012 8-
T, BVRE, BRTOEPHMLAZIIEREIT, &
HIZOWTIEE 51, PR EFI SR [1HEHE ]
(quality) &, ZoWEx Mz /- WEAKT DL
[#£1K ] (subject) &AXFIE NG, Z LT, HEH
Soxtg (AC - ) LK (1 - EE 2ofh)
i IR HBIC L o THAEL T2 LRI, K
HAH| & 2 T HPLARDOAIR & F#ELZ Db D)8
LOPRRLIPDIE U AHEN D L Ly CEOM

REbo(14),

BHES ST sEmIcBLTE, Dok )i
DRARTH 2 [ NE] PEELEICH D5, €a—
LI BRFOAEA L LT [ AMEORF—E] 12
DWTEHEL, S5 [HHE] TiE [AROFR—MIZ
OVT, FMIKRELEEICEVIRAATLESTED,
EDOLIILCHROLRIOBRZETET & D, FE
DI DIZTREPAIS Vv, EHE L 2T IULR
5%\ ] (Hume T App.l0) &R Tw53, ba—24
DZDWH ORI L TS FSERMBRAED Y
(15). [AMOFE—E] XZNEECTHEEDERYH
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Abstract

The purpose of this paper is to clarify whether people with developmental disabilities who do not have
intellectual disabilities can improve their adaptive skills when they work. through a survey of people with
developmental disabilities and their supporters. and to explore what kind of support is necessary for people
with disabilities to form their careers autonomously and independently.

The case studies of the participants and their supporters suggest that, in addition to the improvement
of specific skills. there is learning of "adaptive skills themselves" by continuing to work while changing
workplaces. It is suggested that this adaptive learning occurs when the supporters provide well-balanced
process consultation to both the workplace and the disabled person. It was also suggested that continuous
process consultation and appropriate interventions from supporters who have established a trusting relationship
are necessary to improve this social constructive adaptive skill. The need for tools that promote understanding
and environmental design among the parties involved. including the participants. was discussed in order to
continue useful interventions from the supporters on a broad and long-term basis.
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A study on the use of the text King Lear for Japanese lessons in elementary school.

Yoko WATANABE (Faculty of Human Science, Tokiwa University)

Abstract

In Reiwa no Nihongata gakkokyoiku no kochiku wo mezashite(tousin)of 2021 presented in January of the
same year, it was indicated that the world would become "a complex and unpredictable age" in the future. It
clearly indicated that children will be required to have "the ability to create new and convincing solutions”
rather than only produce "correct answers'.

In addition, the "Guidelines for the Course of Study for Elementary School Japanese Language' published in
2009 indicated the importance of capturing the "interrelationships and feelings of characters" in the area of
"reading," especially in literary texts.

In this context, so-called standard teaching materials in Japanese language textbooks for upper elementary
school students as literary texts only deal with two or three characters and works in which the central
character is the viewpoint character. For example, in Gonghitsune, we read about Gon's change of heart toward
Hyoju. In Daizo-jisan to Gan, we read about Daizo-jisan's change of heart toward Zansetsu. In Yamanashi, the
theme of the story is the growth of the crab brothers and the light and darkness of life. All of these materials
have a high literary value and have gained sympathy across the ages. However, the question is whether they
should remain as such.

In this paper, I present King Lear as a teaching material to be incorporated in elementary school lessons.
King Lear is a teaching material that has been used in the Japanese language textbook for 6th graders
published by Mitsumura-Tosho Shuppan Corporation from 1971 to 1979. There are seven characters in the
story in the textbook, and each of them has his or her own viewpoints, so it is necessary to read what is
behind the words. In addition, because this is a "script’, it is necessary for students to read the thoughts
of each character from their "conversations’, distinguishing it from teaching material in which the central
character is the viewpoint charactor. This is an appropriate material for learning about the interrelationships
and feelings of the characters. It is also a valuable teaching material for realizing "independent, interactive, and
deep learning” in an age when "the ability to create new and convincing solutions" is required.
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Why did the 18 Students Study Abroad? :
From Interviews with Japanese International Exchange Students

Reiko IINO (Faculty of Human Science, Tokiwa University)
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Progress in Barrier-Free Transportation at Small Local Bus Operators
-A Case Study of Kantetsu Kanko Bus Head Office Center

Tadasu OHTAKA (Faculty of Human Science, Tokiwa University)

Abstract

In this paper, I focused on Kantetsu Kanko Bus, which operates passenger buses mainly in Tsuchiura City,

and analyzed the progress of barrier-free transportation by reviewing its recent passenger bus fleet. As a

result, it became clear that the barrier-free system was promoted and achieved mainly by transferring vehicles

from Kanto Railway, the parent company. It can be pointed out that although the introduction of one-step and

non-step vehicles through the promotion of barrier-free systems is important for improving the convenience

of the elderly and wheelchair users, as well as their lives themselves, it is not an overnight process for local

transit bus operators.
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Current Status and Future Prospect of Jyokyu-Eigo: Bridging the Gap Between University-
Wide Required and Elective English Courses

R. Fukamatsu (Faculty of Human Science, Tokiwa University)

A. Hirata (Faculty of Management and Administration, Tokiwa University)

Abstract

This research note is aimed at addressing some of the issues reported during the proposal of coming jyokyu-

eigo (advance elective English course) program as of this date. Results shown at the faculty development last
year on the Tokiwa University s required English courses, kyoutsu-eigo (required English course known as
FTEC offered as part of the University-wide common education) shed lights on the lack of liaison between
required English courses and elective English courses. Upon further assessment, authors and Eigo-Bukai

(English subcommittee) members deduced that the lack of liaison, evident in enrollment rate, may be due to
multiple constraints. Some of these constraints addressed in this paper are: the low priority of elective courses
combined with the conflict with students’ schedule; the relevance and appropriateness of goals and objectives
of current jyokyu-eigo in relation to diploma/curriculum policies; the probable costs of aloofness of the course

title; and finally, the lack and its necessity of a need driven course. Hopefully, this report will contribute to the

future reform of English program in Tokiwa University.
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William Forrest’s Representation of Katherine of Aragon in The History of Grisild the
Second: A Narrative, in Verse, of the Divorce of Queen Katherine of Aragon (1558)

Tamaki MANABE

I

Henry VIII was ever a faithful Catholic, and
in 1521, was granted the title of Defender of the
Faith by the Pope for his pamphlet against Luther’s
radical act. It is well known that the divorce was a
key moment in the history of England and led to the
Henrician schism. However, in fact, it was difficult
for people to automatically link the Henrician schism
to the English Reformation because Henry VIII's
children, Edward and Elizabeth, were generally
thought of as the true reformers, not Henry VIII
himself ' Indeed, Henry VIII's attitude toward
religion was so complex that it was hard to detect
consistency in it. In literary works such as ballads
and plays, Henry VIII's approach to religion was
also confusing, and William Forrest's Henry VIII is
no exception. In stark contrast, Katherine of Aragon
remains faithful to Roman Catholicism and to her
marriage. She continues to defend her marriage to
her husband even though she is forced to be patient
with him.

In this paper, above all the consistency of
Katherine will be focused on. In the ballads and
plays about Henry VIII, while the King is usually
described as an insolent, gay, lavish, and lascivious
ruler, his queens must endure his unmerciful
actions and the malicious plots of religious rivals.

One example is William Forrest's verse narrative,

(Faculty of Human Science, Tokiwa University)

The History of Grisild the Second: A Narrative, in
Verse, of the Divorce of Queen Katherine of Aragon
(1558). Forrest was chaplain to Mary Tudor and
describes the divorce proceedings on her mother’s
behalf. It is worth noting that as the title indicates,
Forrest uses the structure of the story of the patient
Griselda to mirror Katherine's perseverance. The
story of Griselda had been widely known before
Chaucer wrote The Canterbury Tales, and when used
in ballads, narratives and plays, there were some
variants, but the basic story remained almost the
same: Griselda is sorely afflicted by her husband’s
unkindness. Forrest portrayed the similarities
between Griselda and Katherine as consistency,
affection for children, and honesty. At the same time,
he perceived Walter's cold-heartedness as akin to
Henry VIII's demand for a divorce.

In the following sections I would like to place the
representation of Katherine of Aragon within the
Griselda tradition and discuss what her consistency
presents. First, I will analyze Chaucer’s description
of Griselda and discuss the original form of Griselda’s
constancy. In the second section, I will deal with
William Forrest's verse narrative and reconsider
Katherine's property robbed by a tyrannical husband.
Investigation of her perseverance in her property
will tell us how easy a woman’s right of property was

infringed under English common law.
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11
We are not much acquainted with the original
form of the Griselda story, but it is well known that
Boccaccio’s tale of Griselda in The Decameron was
the first full-fledged narrative of it. Then, Francesco
Petrarch translated it into Latin, and the popularity of
the Griselda story increased considerably. Using both
of Petrarch’s Latin and the French versions, Chaucer
created the patient Grisilde (Griselda) in the Clerk's
Tale of The Canterbury Tales (Matsuda 101-102). A
poor peasant’s daughter, Grisilde, is proposed to by
Lord Walter and they get married. On the wedding
day, Walter tells the female attendants to change
Grisilde’s clothes. They remove her simple smock and
immediately dress her in an aristocratic garment.
And for that nothing of hir olde gere
She sholde bringe into his hous, he bad
That wommen sholde dispoilen hir right there;
Of which thise ladies were noght right glad
To handle hir clothes wherinne she was clad.
But nathelees, this maide bright of hewe
Fro foot to heed they clothed han al newe.
(The Clerk’s Tale 372-378) *
This act of reclothing represents her ennoblement,
and as a result of the social system of marriage
with Walter, Grisilde enters aristocratic society and
gains possessions befitting a lady of noble birth.
However, she never becomes proud of her status and
wealth, and devotes herself to her family as well as
occasionally resolving troubles in the realm on behalf
of her husband. She has a good reputation as a wise
and dedicated wife, but Walter decides to put her
fidelity to the test.
This markis in his herte longeth so
To tempte his wif, hir sadnesse for to knowe,
That he ne mighte out of his herte throwe
This merveillous desir, his wif t'assaye;
(451-454)
“Sad (ness)” means “consist” and “steadfast” (OED,

sad, adj. 2a), which Walter wishes to confirm her

loyalty given that she had promised to obey him in
all things and never question his will. To know to
what extent she can keep this consistency, he first
takes away her children, and then, acts as though
he married another noble woman and cast her off.
Although she is depressed by these misfortunes,
she behaves humbly doing as he says and does not
falter. For example, when she is separated from her
daughter, she does not allow herself to show any
emotion.

Whan she hadde herd al this, she noght

ameved,
Neither in word or cheere or contenaunce
(498-499)

Moreover, Walter expects Grisilde to be inconsolable
about her daughter and rage at him, but she remains
claim.

For now goth he (Walter) ful faste imagining

If by his wives cheere he mighte se,

Or by hir word aperceive, that she

Were chaunged; but he nevere hir koude finde

But evere in oon ilike sad and kinde.

(598-602)

He cannot detect any change in his wife, and she
continues to be kind and honest to him as always.
Indeed, he is surprised at her being unwaveringly
steadfast (“sad”). Remaining loyal, she does not
show her grief at being separated from her daughter.
Rather, her immutability represents her strength. No
matter what transpires, she continues to believe in
Walter's affection, and loves her children even when
she thinks they may no longer be alive. Chaucer finds
value in her steadfastness. In fact, Walter admires
her loyalty, comparing it to a wall.

And whan this Walter saw her pacience,

Hir glade cheere, and no malice at al,

And he so ofte had doon to hire offence,

And she ay sad and constant as a wal,

Continuinge evere hir innocence overal,

This sturdy markis gan his herte dresse
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To rewen upon hir wifly stedfastnesse.

(1044-1050 italics mine)
As Chaucer says in ‘Lenvoy de Chaucer,” the story
of Walter’'s excessively cold-hearted actions and
Grisilde’'s innocent patience could be monotonous
and unreasonable to some people. To those people,
however, Chaucer explains how very precious
Grisilde's loyalty is. Walter alters the world where
she lives in a cruel way, but if, as a result, she had
changed, she would not have overcome the difficulties
in her life nor have been reconciled to her husband
once more. Her immutability thus makes a great deal
of sense.

In England, Chaucer’s Grisilde story had been used
in various ballads, chapbooks, and popular plays. One
of them is William Forrest's The History of Grisild
the Second: A Narrative, in Verse, of the Divorce of
Queen Katherine of Aragon. This verse narrative
deals with the divorce of King Henry VIII and
Katherine of Aragon, a key moment in the English
Reformation. The narrative about Henry VIII—
Henry'’s sudden claim concerning the invalidity of the
marriage, his endeavors to bring about announcement
of the divorce, Katherine’'s perseverance, and Henry
VIII's control of her possessions— was popular, and
there is indeed an analogy between Forrest's verse
narrative and the Griselda story. In particular, in his
version, Forrest seemed to be interested in Walter’s
unkindness and Griselda's patience. In the next
section, I would like to discuss the story of Griselda
in which Forrest found similarities with Katherine of

Aragon.

11T
In the Griselda story, the changing of Grisilda’s
clothes represents her moving across social
boundaries. For instance, when Chaucer’s Grisilde has
her smock taken away by the female servants and a
new court-made garment put on, she crosses over to

Walter’s aristocratic world. However, when she finds

out about Walter’'s second marriage and that she must
leave the house, she takes off the gorgeous clothes
given to her by her husband and returns to her
father's home in that plain smock. It is worth noting
that when she leaves his house, Grisilde gives back
to Walter every single one of the possessions she had
gained thought marriage.

And here again youre clothing I restore,

And eek youre wedding ring for everemoore.

“The remenant of youre jewels redy be

Inwith youre chambre, dar I saufly sayn.

(867-870)

Grisilde’s wearing a simple smock again symbolizes
her downfall from the aristocratic world. It is
she herself who decided to return home with no
possession. However, in fact, Walter forced her to do
so, and it is no exaggeration to say that he robs her of
her property.

When Griselda’s story was adopted into English
literary works, the context was also rendered more
English. In particular, it is worth considering how the
property of Griselda is treated under English common
law. In the history of English common law, women's
ownership of property had been repeatedly discussed
and circumscribed. Henry VIII attempted to limit
further a wife's rights of insisting on the ownership
of possessions through the use of a will. For example,
“Explanation of the Statue of Wills" (34 & 35 Hen.
VIIL c.5), published in 1542, stated that women’s wills
to maintain possessions including movables were not
lawful:

And it is further declared and enacted by the
authority aforesaid that wills or testaments
made of any manors, lands, tenements or other
hereditaments by any woman covert, or person
within the age of 21 years, or by any person
de non sane memory, shall not be taken to be

good or effectual in the law.
(Baker 140)
As John E. Paul explains, Henry VIII had struggled
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to obtain Katherine's property and force her to
reduce her household since he had decided to divorce
her, and this act came about because of the effects of
the ongoing strife between the King and Queen (122-
125).* Historically, it is well known that Katherine
continued to reject Henry VIII's impertinent
demands. In her will, she requested that Henry VIII
refrain from taking possession of her property.
In the name of the Father, of the Son, and
of the Holy Ghost, Amen. I, Katherine, &c.
supplicate and desire King Henry VIII. my
good Lord, that is please him of his grace, and
in alms, and for the service of God, to let me
have the goods which I do hold, as well in gold
and silver as other things, and also the same
that is due to me in money for the time passed,
to the intent that I may pay my debts and
recompense my servants for the good service
they have done unto me, and the same I desire
as effectuously as I may, for the necessity
wherein I am ready to die and to yield my soul
unto God.
(Harris 39)
Katherine believed that even after death her
ownership of the property should be recognized. The
will listed people to whom she wanted to distribute
her money and possessions in detail.' In the list, she
insists on her ownership of the possessions which
should not be disapproved of by her husband. Similar
to Griselda who was given new luxurious clothes and
jewelry on the wedding day and whose possessions
were taken away when she left his house, Katherine
was provided for and then had property taken away
by her husband, but unlike Griselda, she was never
obedient to his disdainful demands. Literary works
often allude to this determined attitude of Katherine,
whose steadfastness reminds us of Griselda.
William Forrest, chaplain to Mary Tudor,
presented a manuscript poem to her in 1558. As the

title indicates, he describes the divorce of her parents.

It is interesting that he recounts the matter of the
divorce by drawing an analogy to Katherine and
Griselda.
Her I heere lyken to Grysilde the goode,
As well I so maye, for her great patience;
Consyderinge althingis withe her howe it
stoode,
Her geauynge that name theare is none
offense;
Your noble Father workinge like pretence
As Walter to Grysilde, by muche vnkyndenes,
By name of Walter I dooe hym expresse.
(5 italics mine) °
Because Katherine was Queen of England, her
circumstances were quite different from those of
Griselda as a poor woman. Actually, Forrest's Griselda
(Katherine) wears a mantilla at martins while
Griselda puts on a simple smock. However, Forrest
places great emphasis on Katherine’'s meekness so
very similar to that of Griselda. For example, in spite
of Henry VIII's cruel demands, Forrest’s Griselda
forbears them patiently and never curses or laments
her own misfortune (17). In addition, Forrest praises
his Griselda for her charitable works among the poor.
As she was cheerful to creatures all,
So was she euermore muche pitetull,
Her charitee to the pooare was not small,
To dooe the comforte she wolde not bee dull,
No virtuous deade she wolde disanull
But muche rather the vttermuste she might,
Wheare slacknes was, the partyes to exite.
(28 italics mine)
Her princely behaviour is respected by both the
poor and the rich, and although she is a Spanish, her
presence is desired in England (29). Her devotion to
God is also praised (10), and his Griselda never loses
fidelity no matter what happened.
Forrest’s Griselda has her possessions taken away
by Walter (Henry VIII) when she gets divorced.

Forrest’s focus lies in this point, and he represents
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Walter’s disrobing of Griselda as similar to Henry
VIIT's uncrowning Katherine by divorce.
At Brydewell (his place) that season hee laye,
And theare was also goode Grysilidis;
Thoughe in his presence shee came nyght nor
daye,
Shee muste theare attende, his pleasure so is;
To whom he sent then, by certayne of his,
Her Crowne to resigne of foarse shee else
sholde,
Whiche playne shee denyed, vse her as hee
wolde.
(82 italics mine)
Although Katherine's identity as the Queen of
England depends on her marriage with Henry
VIII, the divorce robs her of that royal status. It
is for this reason that she insists on the validity of
their marriage and desperately refuses to give up
the crown (84). Henry VIII became furious at her
rejection and caused her to be secluded from the
court. Forrest regards this seclusion as Henry VIII's
most inhumane act because it results in Katherine’s
separation from her daughter. Henry VIII's claim for
the divorce is based on the fact that he has no son to
succeed him as heir (49). This causes Katherine to
agonize over her daughter’s legitimacy:
If (as does seeme) his purpose take effecte,
To geeue her vpp, assumynge the other
Mee also withe her hee sure will rejecte,
Aswell the Daughter as so the Mother.
(87)
Although Mary is his first legitimate child, it seems
that if Henry VIII had a son by another woman, he
might not hesitate to get rid of Mary. In the light
of this reasoning, Katherine desperately rejects the
divorce and endeavours to protect her daughter from
his tyrannical behaviour.
As mentioned above, as a consequence of the
divorce, Katherine was robbed of all her possessions

allocated to her by Henry VIII. According to John

E. Paul, during the divorce proceedings Henry
VIII informed her that he would no longer pay her
personal expenses nor the wages of her servants. She
insisted that he be responsible for her, but he implied
that if she continued to go against him, he might also
abandon his daughter (Paul 122-123). Katherine was
forced to agree to reducing her household. Moreover,
the King often demanded Mary's jewels for Anne
Boleyn, and in turn, Anne Boleyn wanted Katherine's
“triumphal cloth” which she had brought from Spain
and had wrapped her children in at their baptisms
(Paul 136). Anne Boleyn called for the cloth for her
infant, Elizabeth. In other words, she tried to undress
Mary in favour of her own daughter. Forrest exposes
Anne Boleyn’s cruel behavior towards Katherine,
which reminds us of Walter and Henry VIII. He
implies that Henry VIII's “unkindness” threatened
not only Katherine but also Mary.

In the Clerk’s Tale, Walter's “undressing” of
Griselda is not seen in a negative light because this
action symbolizes rather her climbing the social
ladder even though she must continue to endure his
inhumanity. However, Forrest regards Henry VIII's
“uncrowning” of Katherine as an abuse of his legal
rights. Chaucer’s Grisilde was patiently obedient to
her husband as she devoted herself to God (Matsuda
106-108), but Forrest completely disagrees with this
interpretation. By using the Griselda story, he reveals

Henry VIII's cold-hearted act to be that of a tyrant.

' At the beginning of the chapter on Edward VI,
John Foxe expresses dissatisfaction with his father’s
incomplete reform in Acts and Monuments. See Foxe
1563, 675.

2 All references to The Canterbury Tales are taken
from Geoffrey Chaucer, The Canterbury Tales, ed. Jill
Mann, (Penguin Classics, 2005) .

® According to John E. Paul, the divorce forced
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Katherine to reduce her household to a bare minimum
and to move to a new residence. Separated from the
court and many of her friends, she experienced the
bitterness of divorce. See John E. Paul 121-125, 135-
136.

* Katherine requested the distribution of property
and payment of wages in her will as follows: ‘T ordain
to Mistress Blanche x  £sterling. Item, I ordain to
Mistress Margery, and to Mistress Whiller, to each
of them x £sterling. Item, I ordain to Mistress Mary,
my physician's wife, and to Mistress Isabel, daughter
of Mistress Margery, to each of them x| £sterling. -+
Item, I ordain that my goldsmith be paid of his wages
for the year coming, and besides all that is due to him
hitherto. Item, I ordain that my launderer be paid of
that is due unto her, and besides that of her wages for
the year coming.” (Harris 39)

° All references to The History of Grisild the Second:
A Narrative, in Verse, of the Divorce of Queen
Katherine of Aragon are taken from William Forrest,
The History of Grisild the Second: A Narrative, in
Verse, of the Divorce of Queen Katherine of Aragon,
ed. W.D. Macray, (The Chiswick Press, 1875) .
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Long-term cultures under hyperglycemic conditions inhibit osteogenic differentiation of
C3H10T1/2 mesenchymal cells

Hiroshi TANAHASHI (Faculty of Human Science, Tokiwa University)

Abstract

Hyperglycemia in diabetics reduces bone strength and increases fracture risk. I had previously reported that
short-term (6 or 8 days) cultures under hyperglycemic conditions did not inhibit bone morphogenetic protein-2
(BMP2) -induced osteogenic differentiation of C2C12 myoblasts and C3H10T1/2 mesenchymal cells.

In this study, I examined the effect of long-term (21 or 28 days) cultures under hyperglycemic conditions on

osteogenic differentiation of C3H10T1/2 cells. Osteogenic differentiation was analyzed by analyses of alkaline
phosphatase (ALP) activity and levels of osteocalcin protein including 7 -carboxyglutamate residues, that are
markers in the initial and late stage of differentiation, respectively. Cell treatment with high glucose did not change

cell viability, but decreased both markers expression, and furthermore led to a decrease in the mRNA expression

levels of osteoblast marker genes (ALP, collagen type I a, osteocalcin, Runx2) . These results suggest that long-
term cultures under hyperglycemic conditions inhibit the osteogenic differentiation of C3H10T1/2 cells.

EE

BRI % B L 72 R IR 27 B iR OV O — A
NOBRBEHEFMI T R T HEEZ TR L 72012
M35 AMg C3HI0T1/2 # €7 )V & LT 100 mg/dL
R 7V O — A G H S 5\ 13 450 mg/dL &
EFEZ NV O — AEATR T 2 H, 4 R ERE L 72
MTT 7 vt A TlE IS MBI EEE 2 F
BaEIRON Dol HIZIhsoMRIZEE
A 2 (bone morphogenetic protein-2; BMP2) #
WML CT1HEMEERYT 52 & THFME~LFFE
L7co b~ —H—L LTI NI TH AT 75 —

¥ (ALP) ik, BHE L 22 HEEE A AT A+ v
2 v OB RS L T IO 2 MG L
T & TAEMRE TV 3 — AEARHCRkRE L C 38R
LLEREET 5 LB MBSO LA PIH S T 7z,
£720 7V A 4 PCR T HFMEb~v—H—¢&
72 4 ALP, collagen type I a , osteocalcin, Runx2 @
mRNA OFEHAHRIZET LT/,

1. FF&R
H AHE IR OFERIFTEHRE T A BT 4 > TIRZEH
IRFR IR LILE > MR 2 126 mg/dL Lk, 75 g B g
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R 2 o AEE (75 ¢ OGTT) #5200 mg/dL
VL, BEERMUBEAS 25 200 mg/dL Pl HbAlc (NGSP)
HY65% DL EOMMILA Y CTIL E 2 856 % MR 1,
R 3 20 i & HbA1c65% UL B ASHERRE & L7z
HIHERBE B LT 5 (Do HRFEIZA ¥ A1) ¥
TERARIC & 280 @S IEIREEIC 2 5 2 & &2 &
THRBHEBERTH ) HOMEREE A I L2 B
ML OWIREIZ L B4 2 A Y RZIZE - TRET
B VBRUBEIRI, A ¥ A Y BWAER A ¥ A VKT
Pz 72T FER ERBERTIC L o THRIES 2
2 BUBEIRIF, 2 OMOFFE DR BRI L > THRIE
B TRVERERRE ., EEIREERRIE I 5 (1) 22
JIE IR IUBE 16725 200 mg/dL % 2 72 < 5 W CIlE HRE
RANNT & A LAY 300 ~ 400 mg/dL TIEMEDE <
REDPHZ 5, BRI BHICHRYSTER T %
By EHRND R B, B KRR Lo 7o
RAFIL500 mg/dL =2 5 L&A, i, &k
A, EREREICHES (e —Ji. 55 mg/dL #EfEE
TTIFRAE7 L) 5w X0 5E. Rk, 8
1B, L EOSERESEIRAE AL, 50 mg/dL FEE
2% % LRGSO, ©F v, RUEKT 2 S0 7 v
I—=ZADRZFERRLIND O WERZAL, Az &
DRAEIR 2 & O HAHESE R 2342 Uy 30 mg/dL
P %0 B & RIMBEREAR T 25T L. SR8, BGRH
gy BEECHS (1o 202, MUBEEOEY = IEE
Pl 2 RO A TORE (7)) a =7 v OEK
LOTfRB L URRE, BEHA R E). P Y AR—-F —
A LM O A, RVE X OEHIZ X D1
ST SN T 5,

WEVRIE O GIHE & L CTHE Ik & BInG R oz
AR SND (23)0 1 BNEIRIFEOW & (38l %
LT RO A4 A Y FWOBAI L) BR
DIWADHEE Do —J 2 BUEIRIG OB 125 B A
b b awht LAMZ TV AT S ZIEIGIEE I
DR %D 4)o TITBEOHILA EE A2 E
HTHb, HHRELHEET L FEREAEATHL T —
T URRHEOMMERE 2 T — YRGS X W RRFE o 72
Rk % & DA R o TV B A%, BIEIC L > Ca
T =V RAERN AR AL EY) (advanced glycation
end products:AGEs) 2SHLEISIC L W 4ET 5 2 &

THEMNZ 2T =7 VRGO MET 22 L TE
OB BT LELNHL (56). F72Mehh
TEEPT A 1E D 2 BRI B TR E 0L LD BN
LTWwnb I & (78) Xl E Hufii i o 8 B3Ik
TLTWRZEbIEENTND (910),

FOYET) ¥ LB FMIEC L BB L B
Bz X 28U & 58T 212X W EEES Rz
TWho BHERICEERWYICEET 2T VA 74 A7
75 =¥ (ALP) KA T7FINA T M= V&g
LCEZHE A LCTB ) BRI - TEHFMIIZ LD
4mfRe LCHEESNIZRBRIRARY) —XIZX 55
fifp Ay 2 Bk & Lot S s . BT
A SN2 E R ALP AR v AT LY
CRAE L CES ML) CERRE A LA S
CH O CTH L HENA FuXs 785 4 b0
FEROFREIES S 2 L2k o> THIRILZEE S
%o FEFMMITEREOARE S THL 1T
— P URFATAANY v EREET A, 22T ALP
TESFEMBO MU O~ — A —CH AT AN ¥
&0 b L7z B F AR RE 2 R L T\ B,

SN EF I IEIE D 7V O — ANDBFEAVE A
NOGACN BT TR TR D 72010~ 7 A
R C2C12 & ~ 7 AHEE R Ia Ak C3H10T1/2-clone8
MifE A VT 100 mg/dL BEHERRE 77V T — R &4 B
Hd 5\ 13 450 mg/dL @i 7V O — AEHEE I
B KT 2 (bone morphogenetic protein-2: BMP2)
2L TEEFMIEA DML E 2 T WS (6 H
HHVIE 8 HIE) K38 L C ALP G IR I8 3/
NOGACDRESE & T M OEIRED 7V 3 —
AND RTINS R R 5 2 7
Hofzht (1), Wi s 5o sy va—-2%x &
HIZTHE S 2 O TEMERE 7V 0 — A5 A T2
F 5120 12 B[] & L SR OSSR AT ) LEDH V) |
FERCHUL SN D 2 ~ 3 OIC— 5 ORI/ & 5 i
RO 73— AREORTIC L 2882 BB 505
B bHEEHRE Lz 11 KWZECIIEIRFE LS %
i L 7 RIS D 72 2 B HE 7V 3 — ANDFFED
C3H10T1/2-clone8 M O & HHMIE~D 5L 1T ¥

REIZOWTHET .
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2. MERUFE
2-1. ifatssE

~ v A 3R M i Bk C3H10T1/2-clone8 #f fid
(12) EEZIFERH S8 NGRS - R - AR oE
BT JCRB Mlfia/ N> 7 X D 53 LT b H Wi L o —
AW (100 mg/dL) (2% L 72 10%FBS @A —
7OVIERER L (Sigma-Aldrich) ™ CiEE 7 A H: 2227
DIRPENT 37T RER T A EEEIL 5% THERETRE L 720
RN 72 5 Bk 7 v 2 — A (450 mg/dL) 128
B Lo % AR 2 72012/ 3 x 10" cells/em”
THREE 7 ) 3 — RPEFED B VI HIRE 7V 3 — A
FEZ R L7285 1D A - 72 6 well Cell Culture Plate
(TrueLine) |ZHEfd L, 12 e & & (28 & 55ife L 7,
2HZTEWZH T HNF v — %47\ 14 HI, 28 HHEE
BLZBICHIBA Ny 7 % 24 REOMERL 80T 12 H-
U720 B OFAE 7V O — AR IR AR O
WCTRT v ™7 Va—A (EE7 1)V LHEH
#) & TR OO RE ASUV-1100 (7 X
7 ¥) T505 nm OWOIGEE & MIE L CTHRF 7 VI — A
JRIEEDS 50 mg/dL A EIZ o T2 2 L &R L 720

2-2. C3H10T1/2-clone8 A D ALHE

RO ST HEE TR AF L 72 C3HI0T1/2-clone8 i1z
ENTNOEH DA 572 35 mm Cell Culture Dish
(Corning) (ZHEME L. 24 EERIH12 200 ng/mL b M
AH 2 BMP2 (GIBCO & %\ id ) &> & VEETS)
DA -7z 24-well (ALP I, ) 7v% 4 4 PCR )
& 5\ 1L 96-well (MTT assay. Osteocalcin EIA )
Cell Culture Plate (TrueLine) 23 x 10* cells/cm®
TEEEL, 2BHIEICEmEZRm L, 20T
WZHTHNTF v =% T HEEEE L. 7 HHIZHM
JE & total RNA, AlgRs 22 B2 ML 720 %
7V 3 — APERE SRR 23 O BRI HISE L C 50 mg/
dL L B2 > Tnb 2 E 2R L 720

23. 7IWVAUT X7 7a—+t (ALP) EMOAIE
AAARAL 012 ALP G M2 Bl 3 2 72 0 [2HliE &
109% AN~ v iEia, =T 2 4 HEE L PBS ()
T 3 EPEE R tai (100 mM 2- 7 3/ 2- A F )
-1- 738 — )V pH96 [BEA L4 ], 100 mM NaCl.

5 mM MgCI2, 330 ug/mL 5- 70 E€ 4- 7 1o -3- A
YRULY CEE2F Y Y A 15K (BCIP) [H
HALM]. 165 ug/mL = Fa 7 —7 b T V) T A4
(NBT) [E+7 1 v AHEHE], 99 uL/mL NN-
DRAFNVANVAT IF [FHT4]) H37C T2 KR
gtk 20 mM EDTA &4 PBS () TRIG% 1D,
el g & 1 IR L 7o B2 | D BE SR B CKX53 (41 ~
ISA) TEIELTY Y VEMEES 2 7 MIC139R (7
A1) V) THi % ScopeView3.1TM (7 X7 ») T
FRAT L 720 AEALF09IC ALP {5 A ME S 2 720 12H
B % @R (50 mM b ) AREMEE pH7.5. 0.1% K1)
T¥xvxzFLy (10) A7F V7=V —7) [E
L7 4 v AFEAEE], 5 mM XY VA=
TIVA YR [+ 71 VA M6HE3E]) TEILL, o
FERIE A 2 BEAR D R L 72, 14 kg T 20 43RO R
(2 BT & L TR i & L CRRAT I L 72,
& H 'Y & % Pierce®660 nm Protein Assay Reagent
(Thermo Scientific) TE® L. EHE=* GbE7
MBI E 60 ul % 300 uL OIEEMEE R (100 mM
2273/ 22 AF)-1-7uas8/ — )L pHI03, 2 mM
MgCI2, 67 mM p- =+ 27z =)b) Y2+ )
2 (pNPP) [F 47 A1) i, 2T 90 4 M KIS L
722, 240 uL @ 02 M NaOH % il z )it % 1 405
nm OWEREE 2 JI5E L 72

2-4. Osteocalcin enzyme immunoassay (EIA)
FRL22OBICHE LT HHOMM A S B & L
HEBL, 7FHFICy- P VERXF T TV E 3 VR
ORI A A7 4 H V¥ ¥ D EE % mouse Gla-
osteocalcin high sensitive EIA kit (Takara Bio) #
ff L ¢ Multiscan FC 7'L — V) — % — (Thermo
Scientific) T 450 nm OWEIELEE A & H5E L 720

2-5. FEH/ RT-PCR

FR22OICHFHE L 727 HEHOMIE A 5 total
RNA % Sepasol-RNA I Super G (+# 54 F A7)
THIE L RNA JEEEZ 260 nm OWOGEE X ) P L7z,
1 ug @ RNA 75 ReverTraAce® qPCR RT Master
Mix with gDNA Remover (H#EE#h) % T 20 ul
DA TcDNA % &1 L7z E&MNRT-PCRIZT pl
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K1 UZIEALPCRIERALAAVIXILAFRTS4v—

Forward Reverse
ALP TGCAGTACGAGCTGAACAGGAACA  TCCACCAAATGTGAAGACGTGGGA
collagen type la GCTCCTCTTAGGGGCCACT CCACGTCTCACCATTGGGG
osteocalcin CTGACAAAGCCTTCATGTCCAA GCGCCGGAGTCTGTTCACTA
Runx?2 TCCGGAATGCCTCTGTTATGA ACTGAGGCGGTCAGAGAACAAACT

18S ribosomal RNA

@ cDNA., 04 uyM O 75 4 ~v— (1) & SYBR®
Premix ExTaq™ 1 Tli RNaseH Plus (Takara Bio)
D5 ul O KIS F T Eco™ Real-Time PCR System
(illumina) % AV CHIZNE 95C 17 D%, PCR ¥
47V (BHEBC I, 7=—1) v 75T 158,
E72C14) 46% 4 27 Vo Rt % 17 - 72, S18
RNA % Fl v CREE#AL L, A mRNA L <OV i
2- 280 (13) TR L7z,

2-6. MTT assay

MG 2 WET 5412 P FYTHTT
ForrF—Xi2k )7 v ) A (KT SRV
<~y (k) ISEICSN D KIS EFIH L7 MTT
(3- (45-dimetylthiazol-2-yl) -25-diphenyl tetrazolium
bromide) assay & 17> 720 ARFETIE RNV VA&
JEEAST XY LY AR L AN & A EICAE
B35 ENnTws (14), PBS (1) (2VAfR
L 725 mg/ml MTT (Sigma-Aldrich) % FBS-ree ®
B2 05 mg/ml DEFEIZHRL, £
®D 200 pl % ERE 22 OFRICHHEL 27
HH® well 2> 5852 HU) B 212 720
5% R AR O R T 37T, 2 kM
POG & MTT BUGSER 2 1LY B & 100
ul @ DMSO % £ well 121 2 C 37T,
10 43 M RS & & Multiscan FC 7' L —
b)) — =T 570 nm DYWL l5E L
720

A

Fold change over control

2-6. iEtnig
PRISM version 6.0d (GraphPad)

GTAACCCGTTGAACCCCATT

CCATCCAATCGGTAGTAGCG

ttest 12X VENT L, P05 ZHEEDY & L7,

3. @R
3-1. RO TN I-XBEDEICL S MKEEE
(OF-3

TEHE 7)) 3 — AYRFED D\ L IEIE 27V 3 — AR
ZRESE L 72 K5 HiC C3H10T1/2-clone8 fH g % #E 1€ Lo
HEACH IS 12 BRI X o8 A I L, b o 7y
I — D 50 mg/dL PLEIC A2 K9 ICE=S — L
720 WEMRZEHRD R L 250 14 HIE, 28 O &=L 72
%12 96-well plate |Z#llfg % 0L L | 24 FE 212 MTT
T A BAT ol KEHE S L O — AR & i SOV
I — AEET 14 HIH. 28 HEMEAEEE LM,
T3 — AU X AR IS e AT A s
otz (1)

B
1.5m _ 154
[
5
1.04 = s 1of T
3
g
0.54 S 0.5
=
[
k)
[}
0.0 — % ool
9 d
& &
x N x N
d Cal o® o
< N > ,2{»

1. RPFICH A 2 EIRE S )L 0 — ZRE TOERIICIHI0TL/ 22 00 #l A3 IEFEEE (< HE A 52
EBH 5273\, C3HI0TL/2#8A2% 100 mg/dIZ L3 —Z(N)$ & U450 mg/dIZLa—2(H)&EE

HEHTLABMI(A) % 5 UL £ 28 B [ (B)#k A HEE4 (296-well plate[CHRfE A 1BER L, 1B#(CMTT

V7 N7 r T A% T Ftest T
normal distribution % f#:2f% Student’ s

Ty A £ (T o7 A BEH100 mg/dlF L0 — R EE TR L/ MEDOD5T0 nmiED T
R LTHBL 7, 2 NENAREEE B LT, FIELESIE 7T,
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32 REPEICHAEZIEIILI—XBETOESED
BMP2 (& 5 MEFEERD ALP EHICRIFTHE
kit Z & < C3HI0T1/2-clone8 il i = 14 H .
28 H kAR 22 L 72 72 SR 200 ng/mL & BMP2
EINZ T2 MM & IR A S L, TS 7 H RS
F L7, BHFEME~ORH OG5~ — 7 —Th Ll
o> ALP i % # i e o 33 BCIP-NBT T4 L C
FRALA I FRT L 72 & 2 A BMP2 Z 50 L 7241z
TIE ALPEMEA A O N7205, @7V 3 — AP Th:

A 100 mg/dl glucose

C 450 mg/dl glucose

32 Lo e ) o — AR CRERR L oA &
D ALP G oM A o7 (2), KIS
PNPP LB S % W C ALP G % AL 122 &
L7-& 2% BMP2 & 0 L T ILasE L 72 #ilg <
F OV 3 — AYERE TR L 727 (3 )L o — AR
THELAHLVE 21 AR L 2L 0T 28% (X
3A). FF3 HMEELZSOT3H% (K3B) ALP
WHEDME D 5 726

B 100 mg/dl glucose with BMP2
G T » x
v % ;

D 450 mg/dl glucose with BMP2
: g

14 2. RIS D& 70 20— ARETORENE M~ — I — 0 ALP TR RIET
WA RS C3HI0TL/2 MR % 100 mg/dl Z/L=a—Z (A, B) 35 L TN 450 mg/dl 7 /v
22— A (C, D) EAEHIT 2 & 2 Vi3 4 BREFE% (2 200 ng/ml BUP2 2 ¥/ (B, D) L Tor{kik
EL 1 ERIC BCIP-NBT 3K T ALP &M A A LA Lo, G 3 MR L2 b o bk
5 AR L7 b O b RO R A7, KITE 5 @EEE L b o,

>

Fold change over control

1.0+

0.5+

Fold change over control

0.0

L]
e <v
&S
& &

H3. RIEICh 7 2 mRE /L0 — ZRBETOEEIZCIHI0TL/ 2 DALPEM (CBEE A E%x
532 %, C3HI0TL/2F2% 100 mg/dIZ L 3 — 2 (N)$ & 0450 mg/dI 7L 0 — 2 (H) & A BT
148/ (A) d 5 W 328 B [ (B) k15 & ICBMP2A N L THMbEEA1TWTHEICOPNPPEER
EAFVTALPEM £ AE L7z, A BE $100 mg/dli& L 21— 2 A% CHE%E L #8520 0D
405 nmEDTFHMELLE L THB LTz, ZNENARIEE LB L 7z, FHELESDE =T, *P<0.05
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BMP2 (LK 2 MEBBH DA X T ALY ViEMIC
RIFYEE

FIHMENOBRIAO G~ = —TH D5 THI y
SHNVKRIFL TN I VB EROFEHI A AT A A
TV EHE ORI S s & EIA THlE

>

1.5 L3

1.0 T

0.54

Fold change over control

0.0 T
&
o

X

AR

x@@

L7-& 25 BMP2 %300 L CHLEHE L 2 s Tl
7V O — AR TR L2 ISR 7V O — R
TEAELZF LG 21 HHEEZE L7250 T21% (™
4A), B35 HEHE L0 T37% (K4B) kR
FATF AT Y OIEEIMED - 720

1.5 X

1.0 T

0.54

Fold change over control

(4. REAMIC D7 2 BIRE 7L 0 — RRE TOEEIFCIHIOTL/2MaH o 9k & W FEMER A X
FTAANY VREICEEREES 52 %, C3HI0TL/242% 100 mg/dIZ L —X(N)+ L 1450
mg/dIZ ) a—Z(H)EFETIAAB(A) H 5 328 BRI (B) L E% ICBMP2% 01 L THME
FEAITOTARICEIATO RS NIERRF R T ALY VEEENE L, A BE$100
mg/dIZ L A —ZEFEMTHEE L - HiED0D4S0 nmiEDFEZELE L THE L, FHiE

+SDERT, ENEFNAREELE L, *P<0.05

3-4. € 2K RT-PCR IZ & 2 b~ —7H — mRNA DO
o

)7V E A 45 PCRTHEH ML~ —T— &%
% ALP, collagen type I a , osteocalcin & U Runx2
mRNA OFH AR/ L 2H BMP2 2L T2
VT — APRPE TR L 7oA ClIAERE 7 )L O — AR
THERLZM LY 2h s ogsElianit~—7 — &
% % mRNA OZBAY ALP CTidah 21 H B L 724

T 38% (X 5A) . 7t 35 HEIEE L 7=l T 43% (14
5B). collagen type I a TI&at21 HRE¥EE L 72/0E
T36% (M5C). =35 HREIE:#E L 7= M2 T 43% (K
5D) . osteocalcin Tl 7t 21 H 538 L 7240 39% (X
5E). 7t 35 HMKF#E L 7-#ifaC 47% (I 5F). Runx2
TUXEF 21 H R L 7oMiE T 54% (5G). &35 H
MiRE#8 L 724 T 57% (X 5H) DA Hm s v a—
AJERECRAR LI TR S hz,
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A ALP B ALP
_ 1.5+ * _ 157 *
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c 0.59 < 0.5
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2 e
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v 2 v v
& &
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C collagen type I a D collagen type I a
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3 3
8
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H5. R ICH T 2 HRE S L2 —ZDRETOEEIZCIHIOTL/ 2RO BF MMM~ — A —mRNAOERICEELHEE 5 2,
C3H10T1/2/F2% 100 mg/dI 'L 2 — Z (N)# & 1450 mg/dIZ )L 2 — 2 (H)&H ## T14B M(A) H % L (28 B R (B) AU IS 54 IS BMP2% iR
ML THEBHETVTARICRNAZEUR L, EREIPCREITVLISI8 RNAZ AL TIREE(L L. ABFHIMRNAL L& fRHFT L 7z, A~HE $100
mg/dIZ L 32— ZEHEHTHER L-EROMEOTHEE1E LTHE L., ZhZhakibz b L7, FHE+SDART, *P<0.05

4. %

< v A M IE R AN C3H10T1/2 M i3 DNA @ #
FVALBRER] 5- 74 2 F ¥ VALBIC X o TrRIEIEH
fa. EREE ML, WM b L, I
ST CHRMAIIE. A, ik %
(1516)0 F72BMP21Z & 0 F3MIBIZ 5132 (17).
N E TIZC3HIOTL/2 Al % v C R D 7 )v 3
— ANOFEDPTHFMIBSACI KT T B2 W7
LI EEDOHMD &2 A0, JICEEH I C2CI2 &
C3H10T1/2-clone8 il i & FIv> CHHAR (6 H& 5\
X8 HM) OEEED 7V 3 — ANDREIFHEM
Ja~D G KT $ 58 % ALP {612 181212 L ¢l
N BERREE o7z D). AR TEY
M (3 2\ IZ 5 M) OERED 7))L T — 2N
DEFFIZOWT, FRAEZ IV T — ZJEEEAS 50 mg/dL
W27 6 2 WERICER M ZeHR 2 12 E 2 & 1297 > TRl
N7z L AR I X R B RITS v

2. B~ OM Gt~ — 5 —Tdh S ALP ifH1E.
B — I —THIFT AT I VY Y EHED
SribE. FIFEMIESt~Y— 5 — & 7% %5 mRNA (ALP,
collagen type I a , osteocalcin, Runx2) DI, i
NEPHEEIZT o Tz, TNHORRD S &R
BV a— 22 3EM M kR E T S & C3HI0T1/2-
clone8 i1 BMP2 (2 & % & 3~ 53 1b A5 [ 5
ENbEZEZLND,
CNETIZEHMBICEm 7V 3 — ADFEHEI K
ETHEIC OV THOMER THS N 263D %,
#rik~ 7 2 MC3T3-El @M Cldm 7 va— 2
DRBEDFHFMNBHE HE L7 & v il (18-21)
W —77. BFEMIESALEREL L) HED
bHr (22)c Fiz=v AmMIE C2C12 o BMP2
2 & B HHFMEANDGENE TN T = ZDREIZLD
HESNIZEVIHELH L (23), LAL. £OF
)V — APEREIE 40 mM (721 mg/dL) — 60 mM (1,081
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Therapeutic agents against COVID-19
— Current status and near future —

Motoharu TANAKA (Faculty of Human Science, Tokiwa University)

Abstract

At the beginning of 2020, a respiratory tract infection, COVID-19, suddenly appeared and spread promptly
worldwide, and results in large amount of death. Several mRNA vaccines have been developed and used for
prevention. As the variants with higher infectivity emerged and dominate, effectiveness of vaccination would
be declining. Although efficacious drugs are eagerly anticipated, currently, 8 drugs are barely approved for the
treatment of COVID-19 in Japan. As it takes several years to create a new medicine from the scratch, currently
commercially available drugs are being screened to find efficacious ones. Effective drugs with oral administration
have been eagerly awaited, and orally available 2 drugs were just approved by the Ministry of Health, Labour
and Welfare in December 2021 and February 2022. Drugs could be categorized into two types. One is the drugs
preventing infection and proliferation, and the other is the ones suppressing the over-activation of immunity. Now,
I summarize the drugs currently approved in Japan, some commercially available drugs being screened for the
treatment of COVID-19 and some candidates which seem promising for the treatment of COVID-19.

LR HIRTE 120 U 72 bk 4 e PR T s & 5T
VB DY, W BIEEEE C  DMRARBRRC R B EE R

1FC&IC
Rl T A )V AEGSE (COVID-19) 1. 2020

FERGEL D EIE L, HARPTE L DG L EHEE
L 720 COVID-19 |2 & 2 FiE b= & 3BT I3 FEAiE
BERFEOH LSS THVS, HEETHRBESR
BICZEDRHVEE > TV D, U7 F VDL
CATEHEN D0 H LA, BPALRZITHRE L Tk
WV, S5, BEETOBECERBENR A L L
(1. 2). 77F v OFEMELHEAIETLTETCNS
KL2H2 (3). HBICIIBEMITHES. BEOE

S, WAL CRE S NoHURRA (4. 5) L BEAEE
EEo, BUE, HARTIEAN A9 LT 8#IA COVID-19
FEHSE L L ORI N T w5 (202242 H 15 HBL
1E) o

WREIIHR A ORAIED X 5 Ao T W EH 2 £F
LREATW S H2IZHEEZRGT 2 ETREN S X
T MRIHAEOWIM 2 LEE T 5720 (6). MO#IG
fE CREICIKFE & LT % 365198 COVID-19 (24 2 72
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W, BIMEIE RO 20 DB LA b LT\ 5,
LA L. %< OBEEFICOWCTENME, Zaihss,
4 IEMAATEL > TB Y BED AN WIRBLIC
B2

Z T Al FERNCBET L SR A ST 5 2
L& L7 HATCOVID-19 HICHI S TRE S
7235, BEAKFREE T COVID-19 (23 i 7] g A
DIEF], SHIT, FRELLEZ SN TS ERHMIC
DWTHHREREICH S b DOEHOICBEZTRL, &
SIZAHRORLIZLER L7z,

AR

PR amF v 4L A (SARS-CoV-2) (LLF. 43t
LawEa, "7 A4V A" LIZSARS-CoV2 DT & %
FB9) WG L Ch — BT & O BRI ET,
Bt L1000 KL T %R D WAL T HDTIE R Wk
FEZLNTWDE (7. 8). B, BYFEEHRHS IS 1
TWTC, D % P LTE R Y A VAR T A S
MIZHBTHAH (9, EHLTOMAERD F FibH
FToebhbBh, FLKRIEECHES 5. FAE
Rig, BT ELLCTBY ., B, BEL BRIEKETH
bo —Ho b, FRICHEREREEZ L O FAEELL
DL EDLN TV D, FEMmAE %5 ITHEV B
LOKEBILL LT VL) THL, &) bIrFmE
A VTNV L) ECIEEE L BEESIETH S

(10)o S 51T, RNk, WEMEO R WARMRA I T
e, LVRABRFEE R L,
BWROFEE L TR, REL, RO 221315 2
ENTE D, 1274V ADEANDRA L BGH
OHHTHY . b9 1 DEEFHOEELIH TS
bo HHIG ZD2ODMMEII T TERL I ENTE
Bo H1IZ. 7 A IV ARG DOTRREDHERS & BITEAKRE
ENTWRIEHI OB T EZR LIz, BALT 7 — A
TIE, BEH L] S T 72 S BUSATREE 1258 <
%hHEEZLNTVD (11). BIED S PERIED G
LLTHYIEYT - A 478X T (—4) (I
et a7 — T RilEEEE v M) (12, 13) &V
fovs T () (BFEs 0 Y a7 1 JiEEE
) (14), BLU20214E 12 HICIFELIETE N (—
s) (Fe4 97 704 7R) (15). 512
2022 4FE2 HIZIE= V= PLVEL - ) FFEL (—
ez (WFe% - 3F Ty Fosy 7)) (16) AKRS
Nize HYVERT - A LFEY TIREEL) A7 K
TARTL2HORIEIMREEL L THRRB SN F
72y WEENSEREICHLL AT Y E (—E5) (]
Fesh t NT V) — REERERD) (17) . BEEWA L5
ETAPEEN ST L TNV F =7 (—
sz (B5E4 AV Iy bE) (18) ASEIBIENLA
THFEENTz, 20224 1 A 1213 SARS-CoV-2 12 X %
igizonwT ko) X< 7 (—#s) WEEs: 77

fy ) X<7
TFTEY AR
NRYysF=7
o LIFveEn
bl Y bFEL
(sFREY ki)
ELXEZTEIL
VAN =Na-dva
FAEIS (BERY RS Ay YERT - ALTERT
=89 5E) (a+7u—7)
FERER B REEL | REREN B

e

X1 SARS-CoV-2 B%DE#E & A AEE BIE)
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BIMCAR SN (19). 72, hiE
SE L O EREEFIZTF Y 25 VY (—fks) ()
THRurEE b ZH) SHEATREL 2o T

TR R EBEERIEO S A I 27

WiEHEEHESE L 2. 4) COVID-19 OFEEZWiATD
VTR W EFIEIEYEEOMIL & X 5 Ry (21),

SARS-CoV-2 DHERANDR A E3EFEOIH
2 1A~ D 7 A L R &G & BT 1 2 OB

ELT, HABIHEFRIFUTO L) I24 >05F ik WEPIR L72e AT v T8I 2 Bl H OH#EE
HERFORLTWh, 1) BREWASE T LE LT 5K ERZEMIZDWTUTICH T 2. 2B, HIRKE
FE. BRFEAIEL 94% LN, SRR, 2) i - HBBE S ORBEMPHFET 5 LA bN 05, I

PERE AT 2 BH TIE, TIELRIETOY 27 H
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Vs,

& % transmembrane protease, serine 2 (TMPRSS2)
LwnH k) rTa T 7 =Bl Lo THf-IHEL S 1,
LY P A =2 AL o THIlNICEBAT 5. Lo
T\ S¥ 27 B ACE2 OfE A IZBA DR DA T
v I THY)EERMAES -7y bbb (22). BAE.
I fEDLILTV D mRNA 7 7 F 3K TS & v %
7B EE) R BERIELETBLI LT, 20

D WIE R 5T, AV ERT - L ATFEY
TIEZ DB W TR SN HHTH S (12,
13)o

HYNEXT - A LTEYT
AYVERT - A AFETTIUTO L) BT
2021 4 7 HIZRPURRRICE - 72 (12)0
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FElan -y A )V AEGHE (COVID-19) s — BIfE & iksk —

CH%ME)

HYVERT - A AT T IZENTHEIECE T
LR T =7 IO TwARvbon, 1) LATY
Eb, FEXAF A5 EHENICRERCERR BT S
WCTB Y IHBEFEHIENILTE L ENH S, 2)
HYDERT - A LATFETTIINEMER T (SARS-
CoV-2) &) 7 A VAT HPERAITHL 2 &
(OFY, B MRGEEHE L TR, 3) HAA
EHME AN OB CHiF O PK GEMEIRE) TS 22
EEED LNV L2 s, COV-2067 (HEYMEE 3H
2= b)) B R IS HARANOH R EREMAS T BE & % 2
S, FRMEEHIEECE 5. e (12).

B, B, AL T AR ER (COV-2069 54 5% )

$0 L RIS L 72 AR GE S O R D SARS-

CoV-2 BEHHE X5 B FREFIHIA AR AR S Tzo TEo
T, WIELY A7 WTFE2EL, U7 F v ERES A L
BWE, FRT T UBRIERET A58 TEOR)
RPNV EEZEZONDHITIE LT [ZREIH] &
VO RhER - RARANBINS Nz YICEICIE. FRo
HARZT 7 FLICLBTHTHY . KFNET 7 F >~
ICHEEHD L LD TRV E W) BLELH RS N7

x1 HYUERT - A LTETTHEHE (12, 13)

(13),
(Z41%)

WIS, SRS ES RO SN TBY), 4
BN AZIZOWTIRAEICBWTEERRE S5 2 L
Llpodze 7o, WHMABEE I X 28 2/ 8— M5
P, ML T -5 E= S ) VS RASHPIHICL B
NATA Y N NAING VAPRETHENZ &, R
O, ety 7 veBicar— 2 Rakx—
3 OWBRE G Z FIET L &) B Lz o, Fis
ke hof, IhEZFC [HEANE L CHRtEmkS
P52 B9 2 BE»F N LOTERE O B E IS
LT & AEEES 5 | 2R rd#iciiisnsg
ZEbol,

LGB, WYV ERT - A ATERTIE. 200%ik
PO DD, MEIHNADOTE b= T EBH#HLTB
D LAbEWEEBREEb-oCTwd, Ll 7
A VA DR L SRICHREAYERT LA R ES L <
WS EDTFEE A, BRI o TSR LV EEFH
EREL T ZEPRELEbN s, sz E 112
RLEL 72,

I IgG Hisk) Mw # 148 75
N IgG Hisk) Mw # 147 75

EH % (—#%) BV e~7 GERETHIEZ) ROA L7~ T GhfariliEz)

I—F (BFe%) v 7)) — 7 piiiEt v b 300,1332

B%ETC (HFEE) Whylaise

AR PRI &ER (2021 4E 7 H)

ENEY B ) BT BGTAHIR 2 H SARS-CoV-2 2284 7 % V87 BE ) 7 a—F ik (e

A LT ER T R TR 2 PTSARS-CoV-2 A28 7 % V7 B/ 7 ua—F Lk (e

(F ¥ A == b A5 — SRHAN & b fetk)

EHY SARS-CoV-2D S ¥ /37 B ED

ZHEERE R AL Y

BIEEREES

SARS-CoV-2 (2 & % BGfE J OS2 DBy

WIRE - ARICBE S | BIE(L) A7 W2 AT A EERG 2 E L 2w (BHE~PSEE) SARS-CoV-2 12 & % I

CREEN Hehe B
£ AR DR IR LR 2B BUEOMAEIE D & 5 B
577 4 % WA GI T, F 7213 HR T RS

FRIR 7 — & R
(12220

TEFHIEE O A N> MEBLY 2 7 AE CPIgfiE, 95% X)) (COV-2067 tER)
704% (31.6 ~ 87.1%) # 600mg (7/736 B - FHIHE, 24/748 Bl - 77 £ K#¥) (p=0.0024)
SARS-CoV-2 KM - Bk DA MICB D 5 FHEMITR S 20,

FIEMN THRM D SARS-CoV-2 &4 & [WfE$ %5 SARS-CoV-2 (2 & % BEAHE DFEIRAS 2%
12 i LA L OB ges 27 A, Bl e PR O A R N OV 4x T % Rl

VA7 gAE (P, 95% EHEIXH) (COV-2069 #tEk)

814% (653 ~90.1%) % 600mg (11/753 Bl - EHIHE, 59/752 5] - 7' 2 KHE)
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[AFFE] 5398 E2% (202243 H)

R T — &
(ETA)

HERSR

%% 600mg: 7.1% (59/827 fi) . % 1200mg: 7.7% (142/1849 Bll) . % 4000mg: 8.4% (85/1012
Bl). 77 1R :103% (189/1843 #l)

L MEr, EBUCRT . ZFE. &0 (FESNIGEEE & OBRRBRGE CE T,
i d mlfE)

vl LR DL~ D BIEERIR NS 1212 51 2 EHIRE TO S BRI MBS & AL
L0 MR EZ 2 Sz, B, IgG £ 0, iR ATIE. stk
HEEA D % o

IRERIR 7 — & FEABAME - SARS-CoV2 D S ¥ v 87 FOZHEMERESE K A4 > (RBD)

ST ER (KD) © 72 ©~ 7 0 1,830pmol/L (RBD Hi&{k), 18.7pmol/L (RBD —
1K), 458pmol/L (S ¥ v /X7 B =RAK)

4 A7 E <7 :31500pmol/L (RBD Hizmfk). 985pmol/L (RBD Z#AK). 46.7pmol/L (S
P ZAVE - =%-X )

AR -

HNYNETT, ALTERT, RADEEHMOZYE b=TD7 I/ BRFEIEIIEBEL &
WS RERREBIE R R > T b,

VERIRRR

In vitro, in vivo (V) 7 Y NARZ —) ORERD 5 PURKAF G R FRD St Tw
R\,

CIEE e M R EAET TS & 282 SSHMEIZ T 5 CDC kI3 380 &5 e
o725 (0.48pmol/L - 500nmol/L)

S P NKMgZ =722 7 —Mifsl LTS % >3 BEEHMIC 4 % ADCC i
PRI RD H 7z,

SHTNVERT ALTERYTEE ¢ y SBERANOEGEERELGEE. V)T Y
INBAY —TOBEBR RN EDR o2 o s, TaIEHIEZ, Fefliz MLz 7 =
77 =TI R, PR TH L L EZ BN,

ZERRICR T R

K e NTZERMKIHT 2 FRGEEHIZE TS5 00, BashaZ8Ek (VOO ., i
HI_EZERME (VOD (2R 2 PREEIE R E KT LT,

W70 % AT B SR

RO HINTZ,

VT UNLAY = THTFIIIT DT A )V ABRFERL G 2BV THLY A )V AW

vihar<7 (14)

A, v b a ¥ 7E 2021 4E 9 AR BIRGE S
2o HEADT =9 D& EN TR WIRIL TR S
72X FRFOZ L EEbNDLA, ABREEHIZLTO
WY THDL (14),

CH%hE)

FHNTERBSH B W TRERITRO SN T2 RS
mChHIEEEEZL L, B S THARAD N
PELNLTWAEWI EIZIEb 2B nwEE R b7,
1) EINAM TR, FRRER OV EEL Y A 7 T8
FftCTH Y., 2) BFmdr il Lzl
HTEREANOMBBEURE ZE NP ENI L, 3) K
NIRRT 1205 2 PR EATH L 2 &, 4) &
D PK 2SHARAN EHMEIN TR E < 27 2 W REMEILE
WwWEEzHbN5HZE, ¥ E 2. COMET-ICE il

DB ED &, HRNEE BT 2 REOH ML
MEFcEsrLELLN,
(7 4tk)

REOLREWETO T 7 4 VIIRFETRETH D &£ 2
iz, RIS s BHITH D Z & BRI
BOWOBEBE (7+74 9% —%80) 306N
TV ZEpd, BHEI AT IOV TRFLHFIZBW
TEEWE T2k oT,

LA L. BUEERHR OBEBRA (BEALDHAN)
BRI PR, BEMEBETT 58 1RO B
MO, A3, REMIIRIZTHEL GO, &
BB P I E IR T 2 L ErH DL L, F
72, SARS-CoV-2 ~DHUADH ML X 2 ARAOA W
OB OWT, BERTE RIS b ] Sk X HE
ISR L 72 U & N7z 34 1 m B L2 [ e 3R
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IZIEHRIR M 2 LD D B L ST,
B, ARFEiL in vitro |
ST E EOZEREAE R A4~ (RBD) & ACE2
ZHES T, ARIEPRBD ISHEAL T HH

L ofEE

FriEla o F AV AJEGRE (COVID-19) B — HIE L Ak —

AGTEICE LB IEARHTH D, LA L. IeG iR
LAl EOT (3®EAES 5 vy HEDfEE, T
IRBEE F 7213 A VAR T OREZDRE) O FEE
BEZHNT WD, sl 2 E 2 1ZRH L7z,

2B WT SARS-CoV-2D S %

%2 VMNOEY7THE (14)

(E54)

FE5 44 (—fx%) VoY~ 7 GEETHIRZ)

a—F (7E4%) €Y a7 1 SiEHHETR 500mg

%S TC (HEEH) 797V - A3IA0 74~ ()

TR FEBIAZE (2021429 )

Y FAE TR AL SARS-CoV-2 S ¥ ¥ /87 BE 7 7 a—F VifE (e b IgG HI3E) Mw £
%ﬁf{:~fﬂAX7~%%ﬁ%ibE$)

TZH SARS-CoV-2 DS ¥ 878 (AL, ZEMEHEG A A ¥ Eo ACE2 ZHRKE AL &
357 2 EAISHEE)

e - AR SARS-CoV-2 |2 & % &g

W - SNRICEIEY | L) A7 RT 2 A L. BERGEE LR (BE~PEE) SARS-CoV-2 12 & 2K

B JEBH

S FRN DR UEE 2B RUE OB O & 5 B

5751 R

iR 7 — & R mﬁuL®SMEQN2 ;5W%r$%<ifmvx7%ﬁtﬁ &5%%L&w$

«/b %Hif@ﬁﬁm%@mﬁﬂwtwwﬂFﬁéﬁzélhxuﬁm%ﬁbf
WIETD)

FEFHITEE  (GRARITREHR) -

AR MISHES C RERE 1% (6/528 K1), 7T EAREE 6% (30/529 1)

A7 (95% EHEXH) - 021 (009 ~ 050). P < 0001

Gk

COMET-ICE 5B : HUE % & il AHE D BUSIE. ARIEH 1%, 77 2 REE1 %l
OO, REFHTHEOLNLZFERINITNL L —F1 2 2THY ., HEIEEONR
RERIIGESN, BIFREETH 7. BB, 77 RBELIKL CREHTHRD
FHE GBS NEMIIRD SNk o7z,

COMET-PEAK il : B2 A EHSIL EEIRI S8 160, fRNES-H 3 6
ACTIV-3 58 : 761, N 3 BNXIRERSE E OREREBITE ST, iidweyhnd [
THorze 11BN L. 261% BT, COVID-19 I1ZRET 2 b o LIS 7z,

-1

— A

FRIR 7 — & 2
()

mL (BAE, FEhtid)

P

-HARAD PK ZHELN TR OO, REIICRERTFISHT 206 THL L K
N 1gG Pufk & RIS 2 207 I VRIS EN S 7290, HERBRICREZSEL
THEMIIMENEEZ ONDL L ENPOSKRIEO PK HEANEMEANTRE S B LT
BEMEIZR VW E E 2 SNz,

- PR A~ O HEIFEIR N 5712
bRV LX) IMEEAND 5

FLT BT O TR B B o

LERIRETCOSAARITMEATE L KE (L
iﬁm%t%x%ﬂtomtlguﬂ)v%%ﬁﬁ\
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[ AR ] 539 &

55275 (202243 1)

|

IR

N

72
In vitro L7 £ )V A

TT7 7Y —HERRIZDOWT

FIWVIHHEALIER 7R L 720
In vivo $IL7 A WV AEVE ©

LRI BN

57z,

=% FEEBUAE 0 S & 237 B O RBD 12§ 2 ARFED KB

Pl ES (Ko) (SPRIEIC & 2 A% & Bk RBD & #54) © 0.21nmol/L

ELISA 12 & 244 L K RBD & Of4 : EC50: 2040ng/mL

S v B FE7/21ERBD & ACE2 D& 10§ 261

HERRBD $7213=2KS ¥ /7 B L ACE2 & OFE A L TIUEIEHAET . &
SR TE AT 20 5 b HUAR D Fab #I81E RBD > ACE2 #§ &L & 135872 2 ALK A L

HRS % T 728 ge 3285« R AR A9 72 vP ARG © EC50: 100.1ng/mL. EC90: 186.3ng/mL
AL P FeyRICHAEL, B b Clgildfia L7z,

Az e b FcyROa (BEAEHI3 £8) KO Fe y Rllla (E#AIE VIS8 £H/l) %
WAL S, FeyRIla (RBAIME F158 £H1) B X 02 751K Fey RIIb (28 L Tl
)T INAAY — % 7RG ERR CARIIIEG T R HEAIRE R L7,

M SN 7L R (VOC), TEHREERE (VOD 126k 2 PRI T I3 S
THEHT, BHREATAREOPHNEEIZE 2 RITTERKIIEO SN TR, EE2

B) TMPRSS2PHE (22, 23, 24)

SARS-CoV-2 D S ¥ ¥ /X7 Ehi e MR IS HE
T 5 ACE2 IZHE G L7tk S& /ST ENBY V%
GRS Cd » TMPRSS2 THIMF S v, (L L 72
oy 7AW AIME L MBI EG S A2 s (M
2B) (22). TMPRSS2 b ## D 1 > i) 72 iy &
£Z6Nb, £72. TMPRSS2 ik bt ) »7us
T—¥ThrHI L, BRERI L THMEIRT
THIEEREZLNR G, LALENS, & otk
YTUTT—EThAEV) I LiE, HUT T T —
EOENIEL KT 5 L E 2 50, FREORN
FHER OSSN Bbh b, FE F77EARS
v NTIEEA Y T AL KF MY AL VMR T,
PR RER EE S HE s hTBY (23). #ERY v b
THHEMELER TS o7z (24),

C) /MaEm&EE (25, 26, 27)

ANFLPNZELY SA F 7z A OV 2SI P C SRl R
Ly U A VARG DRI S D & & Cged
% (M2C). o7 ut 2IZ/NaP @ pH KT AT
ThoHn, O pHIRT 2HIHT 2E) & % b O%H &
LT, e FEFI700F R RXVATF V0D
%o

thodsruoadr @i s ) 7ERLLTEHLD
FECHRBIZEN TV D, ZOTERBER L5 1212
ENTVBRWVLEOD, VY —LADEMET /78— &
YMZEBEL pHIKF 29089 5 2 LS EART, HE
PORIE, YA b A VR 2 &b b ) LI
Hb2LE26NTw5 (25), —K, COVID-19 (Zk}
THHEMESHRE SN b DD, HELTHRETE
T (26), F72. ANV RAZFIZELTHH
BRI BV THRBEBRTHEOE IR I N T 2w
(27) 5

D) RNA f&k7t4% RNA R X5 —EHE (15, 17, 28-30)
TANADY ) WL T T AHO mRNA 55 TET
BY, BT L0101, —H, v/ F AT EK
L. RWCHE, 79 A AT 20BN H D,
bbb, TP MDY RY—=LAIZEDTIALNVAD
RNA fRAFE RNA R * 5 —EAFREN B, KW
T. 2O RNAKFEMERNA RY X5 —¥id, 71
2D 77 A mRNA % 512~ 1 F 2§ mRNA % &
B b, ZOAF A mRNA 3, T RNA KTF
PERNA R X5 —¥I2L o> TTF A8 mRNA % &
WA ET, TANAT ) AOBEBEPERT S (K
2D) (28)s & h® )RV — 4134 HOMMT mRNA
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FElan -y A )V AEGHE (COVID-19) s — BIfE & iksk —

WMoY YN ERFIRLTWD ZEnn, Uk EY
IZIF &R Wve LA L. RNAKFEERNARY 25
—Blde MOIFEEY., ZoBRYENE T L
. & MBS DR VILESE)TE B RIAKRDE W
LEZLND, TOLIRMER L LTELVXETE
v (15) L AFYEN (17) PRSIz,

®3 EIWXESELBE (15)

ENXETE)L (15)

TR & FPARSE D B A KR 2021 4F 12 T ICHEBIK
RENTMD TOFIFGHATH ) . FEEDE
Vo FEERIR IR D SR TER 2 a1 ) A 7 A3 fEdE &
NTBY . WHFF 7R L T 2RO & 5 ik
IZIZEERER-oTWD (£3) (15),

R % (—ix%) ELVXEFEL

a—F (Wiz34) 9471 % 51 74 ) 200mg

g MSD #Estgxtt

SN HEBIAREE (2021 4E 12 1)

N BoFALEY (Gt 329.31)

R SARS-CoV-2 ® RNA KA RNA K1) 25—+

FILERIEYIES SARS-CoV-2 |2 & % [EHehE

WIRE - WRICBE S | AR ) A7 N T2 AT 5585, AAOEGPLEEEZ HNLEH (BRED S HEE)

Zatk  HERRRUFEIER

HIEE FHEEF NS 2 HAEDTEL L T
ES WEIE DR D H 2 B
TR & 72 3R L T 2 WTRESE O & 2 ik
5051 FEC3S- (1 H 20, 5 H#H)
FRIR 7 — & B SARS-CoV-2 IEUE B H 2 X R 7 7 L Ak FE R 25 (L~ E ML A7 HE ) FUBcatBe. (11
(€220 B m) 55 11111 AHRUER [MoVe-OUT (002) #USk |
R BEERAL 29 0 H £ CIZB 2 MDA AR SUIIE T2 530 & N7z o F)
A

AR (B X EFEL 800mg) H:7.3% (28/385B1). 75t AREE: : 141% (53/377 )
H G ORERZE - 68% (-11.3 ~ -24%)

A (BN E TV 800mg) Hf:35% (135/386 B1) 1 124% (48/386 i) . 7' 7 w2 KHf: -
39.6% (150/379 %) :11.1% (42/379 i)
RIPEM (1% DLk 5% &) T, Bl Bk o, B

BiIR 7 — & %

IR LR 2 TL/TIITARRABR (MEK-4482-002 3#X5%) 12 8 Bl X OMEIN S TARRUER (MK-4482-008

A3 RN D 5o

(EIW) SRER) GEIME) 2B aHGH Ik K (EX VYT YL 800mg) 16 (Ri#MEE).
HELRFRROLE R L

IR T — ¥ In vitro: {EEARKOHLZ A 0V ZEM - EC50=0.78 ~ 203 u mol/L. a. B+ y. 0MKIZ
9B AV ATEMIINE AR & AR In vivo ¥ T AL NAARY —, Tl v bOD

% AV ARG T IV THLY AV AR
7 v hOE - BBIREA ST 2 MR CHEETIEED RO b, BENEFEE) A7 %

LAFYEN (17)
VAFYUENET T ER TR L
FR7 707 ThH) RNAOERTHET L, 71
ZNZIBEREEDR D b OD, BEE RS EETL
LAFVENPTHMARAEIN TN EEZSNTEY, H

RN CTORBFRERNZZ LV DOOLTO X ) B H
T 2020 4F 5 HIZHRBIKER S 7z,

1) JERER CTOMET 2B W T SARS-CoV-2 12/ 3 %
P AV ZEUEDSHE SN TWDH 2 &, 2) EYER
HERFRIZT T 2R B L L CHME S A7z EE L
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[ AR ] 539 &

55275 (202243 1)

[ 3AHFERIC B W THFERRARREN TN AS
£y 3) BREBREIC BT 2 ZEMIIFRETREE 2
bi7zZ &, 4) KEFDA 2B\ T [ AT
MPELNTWDE I L, 2 T2, EHRERER Lo
HALBAIHHT 2 —E0ERIIH S LHE S
720 L LAH35 ., FEPIZHEYLCHEM S L7258 3 M

K4 LLTVELVEE (17)

BRClEmE E COMMS 7 7 RIS L ClEr o7z
boo, FERRBTH -2, METEBS N
T R CTHME A RS oo &
b B TR L N S U7, FEAIIAZE 4 (R
L7z (17,

HHI% (—ftf) LaTv e

a—F (BRFE%) 27 V) — SiEHEHER 100mg, 2 )b 1) — i ER 100mg
Hii FYTF-HALTA (BR)

AR FEBIARGE (2020 4E 5 H)

AH By FAbat () (07 60258)

FERY SARS-CoV-2 @ RNA #KAF4E RNA K1) 27—+

DRI PSS SARS-CoV-2 |2 X 2 J&GehiE

KIRE - AR B E

SARS-CoV-2 (12 & Blilige 23 % B3 (hAEED 5 HAE )

VLN
s AFN ORI U BOE O BEE D & 5 B
577 SETRE 3G 10 B £0)

WK 7 — & %
(Es)

SARS-CoV-2 UERHE 2 R RIZT 7 LA ISR (EFILE 4 3 MR (ATCC #UER)
fiig FLE L A & FE S MR

{REE ToHIM (hdfl)  A# 11 H, 771K 115 H, ¥ — P 131112, 154,
p<0.001) FELE=E & ARH 0 80% 77 +K 1 116%. p=0.059

WRZEIEH - S RE, s

BRIR 7 — & B
()

Compassinate Use & L COMFAMRENH S5 (94),
Grein J et al. Compassinate use NEJM 2020

FERRIR T — %

RN TR REEZORB 2R TERT A7 7/ 2> 3 ) Y EEEUEL, RNA 7 4
VADEENZNTEZ RNA R A7 —¥&HE (JBC, 2020, 295, 4773-9)

-in vitro T SARS-CoV-2 12§93 % EC50=0.77 1 M (Wang M et al. Remidesivir Cell Res
2020, 30: 269-71)

-in vitro. in vivo D EHEI € TV O IEFGER R THL Y A v AT

-7 v b OFAEHEHIRN TG RER TR A X BIRME 7 AR—F — 24T
BIRHEREESHRSNTZHOD, ZOFF v AK—¥ —iFk P TEIPEO SN TV
Wy,

Z oA (29, 30)

E) 3CL AT 7—+HlE (16, 31-34)

BB, TET A v 7V oL L TR
ZIUFTHY (29), SARS-CoV-2 & RNA 7 1 IV A &
WA ETIGEL TV Z A5 COVID-19 128 L T
LAEMUSHIRF SN L L, BRRABRAH TR T
HolzZl L TT— Y OEFEEICZL . BINEERE 5
Wd 52 EDREE B (29, o Ty FHliEE
T o TV, F72, ATH27 IZIRAED & PERE % 4F
Gl LIEBRPERS TS (30),

(3C-like) 3CL 717 7 — ¥4 ppla/pplab K1 & >~
R BIVEH LT AV ADHEEL, 65\ L5E 2 JERE
Ey Ny REET D (K2E) (3132)0 A IVAD
YATFA Y TaTFT—¥THAICL FuFT ¥
v MZHEPOWEIZ R < FRNHEE 2 RETUEL
FEH OB &I v EZEZ 5N TBY (32). FHE,
BRUEFIEAA SR (T4 X) <2 C BT %8 CHEHI B
FEIEIIL T 5o FBEAORZEDHED 5Tz
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25 (163334), 20224E2 HIZ= v~ bFL IV EL Y
MFE VKRS (K5) (16),

FElan -y A )V AEGHE (COVID-19) s — BIfE & iksk —

S RLIVEL - ) RFEL (16)

HLOWGOHRERELEL ) FFELOEMIZLY,
VX P LVELVORSPERICESCRED, 1L
AREHLY ¥ 87 OB AT T %, HL, ZOAH=
AL, MBoOPEHEEH OMEH L3R 2 BN D D,

%£5 ZITRLIVENL - U RFELBEE (16)
FH 5 (—fx4) == b LIVELEERTY) N Yk
a—F (%) /sF¥oEy Ro8y r
B%ETC (HEEE) 7 74—+t
R IN FEBIARE (20224E2 H)
Y == b LVvEN B TEEY (TR 49953)
U hFENV K TIEEY (5FE  72094)
T ZJ< MNLJVEW 1 3CL Fusr 77—+
) ¥V CYP3A
REE - AR SARS-CoV-2 12 & % [EYeE
JfE - RDRICEET | BYSEOQTIEL) A7 T2 AT 5%, KAOEGIPVLELEZ LD BE
VRE=
®E KA OB LS BoE OB O & 5 B
IV e T VRGPS LT E O H L B
CRGEISE S AP
P50 PG (=)v= ML)V 1 [E 300mg. V) bFEIV 1A 100mg & [FEEZ 1 H 2 [, 5

H )

BRIR 7 — & B
Gy

[R5 1/ AHBU% [C4671005 (EPICHR) #ER] (HrIf#AT)

EESHMTE B AL 28 H H £ T SARS-CoV-2 |2 & A el B D H 5 A B i
AR DR WIELED A X2 h %D S N7 ERE O EE

ZOU= R LIOVEIL - ) R EOVBETEE 1 0.8% (3/389 #)

7T KR 7.0% (27/385 f1)

BERTE 1 -6.317%[95%CI : -9.041-3.593]

EIEFBSEHERE - Vv~ ML VYL - ) M FEVEEEEE 1 7.3% (49/672 1) T2 EIEH -
WREAN G (37%). T (1.9%)

TR 4.3% (29/677 i)

Wk 7 — 5
(EIp)

=L

BT — &

V< FLVEL D 3CL Fu T 7 —HHE (IC50=19.2nmol/L)

) bFEN CYP3A HE (=)<t LvELOREHHE)

In vitro

=)V b LIV E IV 1 SARS-CoV-2 B BERRIZ R L CTHLY A OV AT

In vivo

XY ANIBWTHY ANV ARG, WO A v A DA, GRS R TR OB
fili DFZE DL
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[AFFE] 5398 E2% (202243 H)

EEALIF
F) TLR4FHE (35)

2 AV ANTRFT B 50 RS & IR HESE O VR IR IC D
WOBEEA X 3 IZRER L 720 v 27 17 7 — VbRl
faDFREIZFH L T\ 5 toll like receptor-4 (TLR-4)
TR L HRRIEE G S F — L kBT
kT2 (M3F)e TLRAWEY A VADS S ¥ 57
Briatase, (@ ¥—7725 v b anibts%

il 35003

A 7R EZ R L. (b) LS X UL
BEELAEL, (o) BRGBEEZHEILT 2, 2O LS,
BIEDOY A A A VA S =2 KB ERERICREL
G LT3 LEEZONL, 2OITFTAVADS
5 Ry E TLR O#ERMET 5 2 L0 EELE
Bi<1o0hgEeZEzonTB), 2 I VIEZD
TLR4 & D& Z W 2 384 & L CRIZERNICH 5
(35) ¢

[2=C )

BARE e

SARS-CoV-2
#FEIAF VAR

@/\ _}\‘/

e

@

B RE

> e D)

e

e

~;§‘&V

whﬁ%

e

\S.. e g

K3 SARS-CoV-2 (CXT 2 RERIC ERERE BIE)

G) REMY A FHAHEE (18, 19, 36-39)
COVID-19 BE D ML THINAHE SN Tw 5 %
FEVES A A A ik, A 7 —a 4% 6 (IL6).
IL1 B, MRS - ¢ (TNF-0), £ ¥ —7x
ur-g/B (IFN-¢ / B) %05d 5 (M3G), IL-
LINF- ¢ I3#ZAKF « B (NFkB). IL-6, IFN- ¢ / f
|2 1% janus kinase-signal transducer and activator of
transcription (JAK/STAT) 25 FilZA-FE L SAEMED
HEGRT- L LTHREEL T, F7o. mEEfLI2 (L
=V TYFEFT Y UR) RASAROTUME S G L

TWhHEEZLNTWS, TNHIEFEMLR ALY T —
7 &FKL Twb (3637) A%, HALZKAILL 7 (K
4),

HAE, HATIEILG Tio JAKL, 2 #HET %
NYTF =7 (18) % SHIT20224E 2 HIZIEIL6
DE 7 ua—F UGk ) A= 7 (19) »5 i
SARS-CoV-2 12 & B iliJ612 D\ TRSAE N AR THRFE &
N7zo B, IL1 B/ Z70—F VUL TH LD T F

AR T TIRAEROUFD RO S dr o7z (38)0
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X 4 COVID-19 EEBETHONDREMY 1 A DY THIVBRELREE (BR)

Ny vF=T7 (18)

FEMAMEFICL L, HANZT 7 RIZ1H)
HHLA AN S NT2720F TdH 75, HHITEHZHI &

FLVIEWA R L ARFI O PK R BEKRRO Ml 12

I BDHEME RV S R BN W L BEE

T fE & S7ze HARTEICMERE RS TBY

TAEMEEHHIZ D - TV D T L AL HEFITMIRILE

TWao IL6EDRIESEY A VA A DY 7 FIVE
2B 54 5 JAK/STAT ¥ 7 F MEERI I EAE

x£6 NUIFZTHME (18)

RANZALTH D, FFEIZOWTIET A VADT Y
FH A b= A% & ¥ % numb-associated kinase
(NAK) 77 3V =S92 HEMEH b ME ST
L5, BERIVEFECE L CIEHIRE s TR & Il S
Too F720 7 v N OREHRGHEERERTI
DHTRDHRHNTZH, TN DV OPIFEBER T
TR C &, R TRICEELTWDL 2L, &
HENO G RE 14 HBE &2 &b Rai
A T STz, AR 6 ICRCIk L7z (18),

I, wion

FHH % (—fe) W) v F=7

a-F (Wi554) 4V 3 T v M 2mg. [l dmg

FFETC - B3 AHA M A=F 14—

FRERIRI FIEIER

N o FLEm (0 F& 34172) HEohE

Y Y RAFF—+ (JAK)

FILERIEYIE S SARS-CoV-2 12 X ZHlige (HL. BREWAZZS 5 EHIZWD) (hEE 1T 2 5 HiE)
ANBE - RDAAC RS | BRI NI B AR AN LA (ECMO) A% %9 2 BHE M RIZA
VAREy-N BT THRG%217) 2 &
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P
il

(k)

AFHNO AR UBHEE O BEREE O 5 5 B
EENERAZ O B

T ER % 500/mm® A o

IR SOZIHIR L TW AW REE D & 5 B
(SARS-CoV-2 12 X Bt D4

BT EE LRI E R4

1) 2 NEREAY 200/mm?® A o B

577

FEC#G (LA 1D, &5 14 A ETEs 2

WK 7 — & I
(E54)

IPE2s ALt 2 8 ARFRICTORIE L TOMM (ITT £H) Ardufii (95% EHEXH)
AREERE70H (60~80) (51561). 7Tt AR ¥ 80 H (7.0 ~90) (518 #l) p=0.047
HEELHERR

ARERE 1 152%. 7T L AREE 0 202% (RFERE6 B, 77 L AREES B, (G5 & O KA
FREE SIUT) . ARIERE (WZEARE 4 B, 2UEBIEE B X O, % 1 6))

BRIR 7 — & B
()

77 RIZHARAD 1 HIOBMAANS T2

RRIR T — %

IL6 EDRIEWES A b4 v DY 7 F AREICE S5 5 JAK/STAT ¥ 7 7 )W miEfk i
BH %

JAKI: IC50=5.9nM, JAK2: IC50=5.7nM

SWE8T v PO RER G HEERBE T, REIEIER . RIMER ST A — & B BEA
DOFTHL

SIERT v PO RER G HEERBR TR, B0 R, IR RMEANOREE S A DS
NnTnb,

Fy) X7 e v F =T (18, 19)
PV AT EN) Y F T, WEOR#EETIC
P L7z

o) X TR IL-6 % i < IS B AT, PR
THY., HBEEEZLEETS (19, —F, N ¥

NY T F =T ORI TEDHA M H A JITIE L
MV ZXRTEON) S FZTORPENTYD LD
WCHRZTH5ND. Lo L, AREIEENESAIcBIT 2
IR Ci e R ERICKE S NS &I, (ERDATL
WRARZEDLREITEHOBEES F7oRE& v, Lo T
PR ZER T — 7 2 ST RZ b D TH S

F T EROEGTRETHVR T ., LardbMilaiNo Vo WTAISE L, LR, EIURIILZICHLAZ L

JAK/STAT Z 8l 4 5 2 & TIL-6 UHICIFN a / X700,

BOTER B IHIT 2, Tbb, P AT LY,

R7 FUXRTENUYSFZTOHBE (18, 19)

rFYA<T W) TF =T

ENES v MEE D 7 u—F Uik KT aEw

TERRR | IL-6 A b JAK12/STAT [HE
(IL-6 ZH R D T i)

L IL-6 FEEEAY L2012 B L OFA M AL YTFRICHELTBY., IL6
DAMZIFN a / p7e EIEEFIZHES 5

Gk | mlEEE 5 e AEICIDVEL D) BOPS- (1 H 11 4mg)

WEFIH | TF749F%v—vavroks T TIERRIC T 1M ) OHE DB &% &

T SRR T 1P D EGE O RS

HL, HGHHIEZBEN»O MlD7zo, H
MPUEINBIEE, Ba3dhweEz ons

L. BeG-HIIERER
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BBy BIEMYA P AL LT, INF- o, IL-1
BABIML T s Twe2b00, IL-1 B§
PLED A+ X A T THYUEDPMER T E L o/zl k
2o IL1 fOFGIFILENL Vb EEZ NS
(K4) (38)s fit> TIL6 & TNF- ¢ 25513 ) %
JEOERTH 5 L% 2 51, Feldmann 5 325 LT
W5 (39) XA TUFURTRT I AR T E
Vo2 TNF- o fUES B L 2 ) R 2D TIERWES
I e SHITIE. KA OPUEF IEENTNO T
fifB9 5 JAK/STAT & NFkB % 24l & AU,
LSNP CE 20 TER R L EbNRS
(X1 4),

H) REZ - R&EIH (20, 40-44)
B L REL E I 25/ L LCAT R
A FHHSER S EDN TS (M 3H).

FEHRXF VY (20, 40-42)
HEHALHWONTEMEEIVFIA FTh S,
M2 d 2 ZFARIHES L TRIN TR 4 il s 758
A TGHEAL F 72 LRI E o 2 A & g5
JERIL O FEEIPHNC £ 0 PUREIE % Bl o WISE &
LC [EERGE] 2RAENTB Y, COVID-19 D
FAEH % A RICH TR TH S (200 40)0 FEETEHT
bz ABBE F x5 L L KIS ik e AL
— Y SRUERBRTIE, FEF ATV OS5 E 2T
72 BB SR % T 7 R L B L T ER AN
AL EAIRENT (40), B, Y7 LY =R
EMOBEE I NTF 34 FLRBEOMESIFTESL L
E 2 HNWELEMEN fTbNTwh (41). HL, 20
£ AT 04 FEERRIEANLRIEIC & 2 BG40 %
L CLE ) BNDDH Y . By E2MEH - TR
REELSELEOMELH S (42),

Zofh (4344)

B, BUEMER R >aveF VI L Cd#ar
FINCEE R ENRITEO S d (43). C5 Hlifkdt
b TREM g BPENTEGS F 72 (3 ST 55 JE i 7
R L CRHIR AR T A LD TELR o7 (44),

) MAZEIH (45-52)
MAETERAZE T 2 HE b v o ME ST b,
COVID-19 o EFHACIC I - THAET 5 i 1354 T H
D\ A28 EEOPUEREF O A AT O BB TR
FENTWD (45:51)0 #RITARY, M EHA TH
DIFRIZOWTIIRER O RIA D 555, HAHIRT =
85 A S LI CTHUBREFI AT A 7 A& D L
ZEEBLCHEELZFVEIRLTYS (52),

J) ZOft (37, 53, 54)

% OBIMELE X, ACEI/ARB £\ 572 RAS O
FHNZIRH L TWa, 20X 2 E%EH SARS-CoV-2
WG LA 0T RICOVWTEHRASI TV, Ly
L. VATV Ty 2 LEa—Ili W EHBor—5%
FEAT L 728 R, EEARICHICEELT. LA
VAZZEAT B EREEw sz B3), 2D L,
COVID-19 T RAS RO G AL EEALICE S L Tw
bEDEZ] @) L—HLTwD (M4, —7.
RAS #1235 T ACE 13 ANGII #2: % i HE 5 5 75,
Y% 32 DIk ACE2 0%BlamH 5 Z & T ANGIL ©
GIREISET A2 8, RV =Y DG EIIHRIT S 2
L CHTMAEERT ) A7 2T 8825 2 LD ifFan T
Wz LA LA, B Abt, ERbicdd ah
WEIHERR T E o7z (54)s

% B, [SARS-CoV-2 DIKANDEA & BEFH O] |
T AMETLHEHOELR S OIFE S 1, [HE/LIH]
FHMET2EAOERLDIZFEIIZ, [Zof] @
FHNBI L CERD ORI 1L, For OB,
BEDL &2 Fei L 720
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%8 [SARS-CoV-2 DIFRADEA LHFEDME] 2 BRI E§ 2FA

TR ERAL AHZ AN — k% i BRARAE B - HFRCIE
(T ES) (Bm44) (=)
A ANA 27N | AY)ETT G| YUYz x 0 | wEEL) A b ORE~hEE
(12, 13) xR [ mF ) K| v CR). | AEERE
EIIRES A AFE< T | H1885E 2021 4E 7 H . HFBIAGE
(Gl = T30 2 ) 2021 4E 11 H. HFI&REE KBAFIEO—LB
(ar71)—7 IR
HEEELE v b
300, [A 1332)
A ANA 2N | vhaEx T (#E| 7T 2 V- | BEEA)AZRTFZALBERSZELL
(14) ZAZKRE S B A | AR 2 ) A I AT T | WEE~hEE
EIIRES (BCa7 1 G5 | 1v (k) J=ri |
FHE 500mg) 2021 4E 9 A, HEBIAKRE
B t h TMPRSS2 | +7 7 EAY v | =4k il EEE CTARRTA
(23) ty)ry7arr| b R
—EHE ZEWEICRT 2B EH Y . FIsHIL
B v TMPRSS2 | #EA% v b JNEPE AR
(24) ) ry7Suar7y BAZEH Ik
— Y
C EERAIE | Foxy o | — FEM, 79 Ay — MR, 55 3H
(26) o PCR (+) BHHMEEH OEGTHiT&
k2
C NERETHE | ANV AT FY | — B oBERABE A AR AT
(27 FDA 343
D RNA & ff M| LaT7vEn F) 7 N | AP ERE ~
17) RNAKRY 2T — | (RZ7 V) — il R EE
YHE EHEH) MBI AE C b AR
D RNA MK fF M| 778UV |EL7 400 | HB - FELA O 7 )V T 0 FREGE TR F S
(29) RNAKRY AT — | (TEHTY) 2 - w L | EnEERE R (RS T — & I E MR
YHE s VARSYAPAT o= I MG B!
D RNA &K f | ELXEITEL| AN B (LY A2 W2 a3 5%, KHokS
(15) RNARY AT — | (FFTVFHT VL EZ LNLEH
YHE L) TRRE 7> & HIEEAE
B 7 (FEH)
2021 4F 12 A . FeBIARR
D RNA & 15 V| AT-527 03 TERE > & HEEAE
(30) RNA KV * 5 — (o) FEI 5
YIE G B B
E ACL7usF7— | =~ L VY | 77A4%— | ROKS
(16) EIHE V) b FEN B 3EA & OMESER ORND 1
OXFT By FIx
v 27)
E 3CL 71 7 7 — | PF-07304814 77 A= | EIRAES
(33) Radiics 7urT w7 (GEEARE : PF-00835321)
E 3CL 7 u 7 7 — | S-217622 priliE S [EImE 2SS
(34) Y 7 = — X 1BkE (2021.07)

BHE 7 L — COVID-19{GH#EE & L CHAGE S M7= 385
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*9 [EE‘NE] 2BNET EA

Y AH =N — %% Lt A7 R S AR B
(Fsm5) ()
12“ | TLR4 $EhidE ERIEN T—HA FA NI A A b — L]
35
G JAK1,2 [HE N F=T 4 —=F 4 | HEE~EIE
(18) (FVIz b= CR ETImES 25N
) HFEBIAKGR
LAFY UL LB
@ v b b FYURSYT =2 SARS-CoV-2 12 X A fili%&
(19) IL6=ZHHEE ) | (T2TL7) (AL R) (72721, BREW A% TS 5 BEICRD)
27 0 —FIVHifk LavAY RIS EATOA FEGFHT. ARy
G IL-1pE/ 270 | HFFXTT — COVID-19 O & jE A Bt #
(38) — vtk (451 A) 2 WEWIEERIL T T Rt RAs 3 HatE
B F XA TIIREOREMAR S S e w
HEAE TR % ) 3T, COVID-19 B #4E
ZPHcE S
CANCOVID 3tk
H AT A4 KER | 7FF A5y | — R R GYIE
(2040) PRESE é; 7‘;‘75 [REINE TN
H AT OA MR | Y7Ly =R — WA AT A N3
(41) JAEHE (F VA T)
I<{ | PUIAENEH LT — %ﬁ 6 4 [, 4000 4 Ll E oK RER, 453
43
IPEBAL, 2 BEBR 7 7 1 Ak R
% ik
COVID-19 %
HEHEE (1 H05~ 10mg) WFIZED, A
BEsl &A% 25% KT . NI % &9
BEIED50% KT, FEICICE 2 E1E7)5 44%
KT
BRI R B L
H Powifk (Co) #U| 97V AX<7 — COVID-19 12 & % FEAEfli 7. SENitaG £
(44) fk 72V AR P 55 S A T
3, M. T v F L b, RA NFER
— T4 7 T R IR
BIRAA 55
ZINH SR P
I B e ~N1) v — COVID-19 AbeiE (EEERLL) W5
(45 ~ 49) WA R B R R FE Jta 7%
FELHIZDONWT
W 23R ER, Bk L MR A
Fae L 3EER
I Pt i 1 YoN—oFHoN | — D ¥ A ~—&p LHEMES COVID-19 B #&
(50) vEIF X (615 44)
AN IS TR PR R O L EE . Sk
RAFE I8 IefE], AL, AR
(M5 Xa K+ R LTBE )N RNy REE
[ HEBE T R0 v Rl N—1
XNk BRNT B R % L
(ACTION)
(V7S T v et WAL R L2 |
AEEC TET Y AL T, UN—a X
ONVAEHIE ML B X
I Pt i 1 A4 aRy NEE|— %%, COVID-19 Eikdetr. 7o F vk
(51) IF NV BrEE 17124 (18 %Ll 1)

JEEM, &R, EHE IPE, 60 HiH., 7
7 Rx

IPE 1 79%. 77 KE 1 71% (P=0.58)
HRERRD H NG

WH 7 L — COVID-19##3E & L TRGE S L7365
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F10 [ZDf] DA

HH (TR | A5 BT T SR )
ACEI/ARB ACEI/ARB i HI | ACEI/ARB Rk JH % . JEM | ACEI/ARB BRI # IZPE CH S EIEILD )
(53) & FEDOT 7 N h LIZEDD | AZHINTA ST, #6121 A7 HBADR
L IZOWTRML L | ISz,
2= RXFTFY TR
¥4% 31D COVID-19 & %t | 7/ AfENT. ABEOHE, | #IRWICHE SN2 E Y 3 2 Dol
(54) % (14134 B1) & | EELOAME X, COVID-19 »E&H, Abe. FiEIL & B
I g (128476 WF 5 L) AFER CE T
1) Y5 IUDEY ) AL DTIAEEZ -
FC b COVID-19 (k)4 2 Iy 131 =
LawnwZ AR S L7z
b VLS5 (6), &oTy HIE, BWRLRHOEADRE

Ll IR L2 LD BAE. YAV ARAL
FEANGFI OB 5. SARS-CoV2D S ¥ s B b
N AIRL FT 125639 B ACE2 Z 74K & O ARl E 3
(121314). 7 A v AHI%H RNA MKAFE RNA R 25
— B A EEE 1517) B LY AV A HAH >
DFEAREERTH S 3CL 707 7 — Y HERD KL
sz (16), VA NVARFEOEELHFEL, L2rd
R 95570 R 7 SEFIASER AR AL FI T BB 12 22 o 7o B E IR
&, Fo, BEAEHIIOWTIE, IL6 DY 7 F )L
ZIICB D 5 JAKL2 O EH (18). IL6 DE /&
O —FVifE (19). AT 84 FRICEIEIR T 3 £
I UPERTERTH L (20)0 ~/%) 7% EDILE
BEEHIRIFNE ) A 7 2 4E 9 72Ol RIEE S A5k
HHENTWE—TF (52), EEEILIZ RAS Rt M
HLTwhEEZLNTED ACEI/ARB IZAH D X
ITHD (53)e ZD L) ICHAFHFITHEREL T D,

A2 A NEERER - BIREIEE 5 N
NoMFFERsEEIm SR SN (55). BREhOER
EHREPVA LTy 7E3NTEY . BRI 2
WO KRB DH 2 ANV TEZ LR L
= Al TR L 7o T A IEFNI OV T
FLOEMUEAHERTE TR THRIET L L) 12
BT LOMHETE T awnyd Lk v, 4
b, Frh& LRI 10y PRABPEENTS
D, BEMIZIZ T bR T I ERGEEOZEHER
HHGABRIC TGRS 2 LD H 5o

B HUHD B & — IS ICIIBEO R WM %

FNZ OV TIERRIR . FEIR L~V CHMIE. 224 1Eici
FTOLHHIEOONT WD L) THD, BEETLZ
&5 BEAKFEEE AT COVID-19 i HE M 2 vy Bk
WL DThbITnd, LA L, 205 1dMbomEAE
TANVAFRFRICHIESNIZHEHTH S, BKR, 73
J BEIRHNEIRIE R A VAR TR 5> TB Y, EuvaE
P, FFREIHEETE v, 13 ) . COVID19 (2
FL L HH IR OB LI TH o KD EE
Lo THSATIEEND Z W% \wAs, COVID-19
EIFILER TR 7 A v ATEGE T dp 1) FG-IHNEBR & 1
TWh, FALREWERCRVLE, A2 ER L2
PFsE ATV, REIKREND ZEHFEETH 5,

v NG ERENET D (EHP 2 H ISR OEIER
DY EERIER e ONWETH b —T7. ¥
ANV AREAHOBFREREES B NEEZONL O
D HEFNMEZ FF o 72 R BLIT 2 Wk H
WO FTOLAERE RS v, fiEo T, MEME IO 5
% B BEHOEH DRI LTSN D 2 EEE L
Vo F 7o, MR RSN L D SRR e VEl L v
ToRETIIE DS AR,

512, mEGD BRI, WE - WERE, B L
SRFEREE & Vo 22 EREIENR e 7 — ADHE
ENTWDE (56). RLIEREE TIZMIC KREATE Z - C
WD EFbILTWEA, BIK & ER Sl F 72 X
{GhoTnwv (56), K4 RAHEREDS L 5T
WD LN, TOL) BBBIEIZONWTH A =X
LRI & SR R DR D o
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Survey Collection of Letters Addressed to Sekimoto Johatsu

RN INEBERRESE (8

Hiroshi NIMURA (Faculty of Human Science, Tokiwa University)
This paper investigates a number of letters addressed to Sekimoto kyoseki, a haiku writer in the Edo

period. Sekimoto kyoseki s a haiku writer who was active in Kitakata town in the Aizu region of modern day
different regions,including Iwate,Miyagi,Yamagata, Fukushima,Ibaraki,Niigata, Tokyo,Kanagawa,Nagano,Aic
hi,Shizuoka,Shiga,Mie,Osaka,Kyoto,and Hyogo. The current paper is a survey of the second volume of four

Furthermore, this surbey examines the signature book carreid by Sekimoto that contains the haiku of many
haiku writers.By investigating these materials,the actual state of interaction between haiku writers in the the

directly to Sekimoto johatsu,six letters addr kyoseki essed to someone other than Sekimoto kyoseki,and
late Edo period will be clarified.

volumes of materials collected by the Sekimono family. It covers the content of thirty-nine letters addressed
thirteen other haiku manuscripts.

of friends and acquainttances was very wide. This can be seen by examining the letters sent to him from
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