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Abstract

Objective: In Japan, under the new Clinical Trials Act pertaining to investigator-initiated clinical
trials that came into effect on | April 2018, review boards should review proposed clinical trials
while considering written opinions from specialists. Additionally, involvement of non-specialists is
mandatory, and attention is being placed on their effective contributions. This study was per-
formed to determine representative key issues with which to promote these contributions.
Methods: This qualitative study was conducted in 2018 using a focus group interview of six non-
specialists regarding perspectives on clinical research itself and research ethics committees.
Results: For perspectives on clinical research itself, 33 codes were established and sorted into
2 categories and 6 subcategories relating to ambivalence toward clinical research. For perspec-
tives on research ethics committees, 54 codes were established and sorted into 3 categories and
|0 subcategories relating to the theme “knowledge and an environment that promotes
non-specialist members’ participation.” One notable result was the willingness of participants
to obtain details about a study should they be selected.

Conclusions: The results suggest that detailed explanation of a particular study would encour-
age non-specialist members to participate in a clinical research review committee. Education
aimed at non-specialist participation should therefore be considered in future studies.
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Background

It is now widely acknowledged that reviews
by an independent ethics committee are
essential for biomedical research involving
human subjects. Since establishment of
the first ethics committee for reviewing
investigator-initiated biomedical research
at Tokushima University in 1982, ethics
committees have been set up in various
institutions of Japan without a national
directive. These ethics committees operate
under governmental ethics guidelines such
as the Ethical Guidelines for Clinical
Studies, which were established in 2003.
In 2013, a scandal involving several
clinical trials of the antihypertensive
drug valsartan made headlines in Japan
and worldwide.>® Data related to the
blockbuster antihypertensive drug were
manipulated in several multi-institutional
clinical trials, and exposure of this
manipulation resulted in the retraction of
published papers. No applicable laws
regarding these types of clinical trials
existed, and Japanese regulations pertain-
ing to clinical trials had to be completely
revised. Governmental ethics guidelines
have since been strengthened for quality
assurance, and new regulations regarding
investigator-initiated clinical trials came
into effect on 1 April 2018.

The new Japanese Clinical Trials Act®
includes several regulations aimed at clini-
cal trials that are performed to evaluate the
efficacy and safety of drugs, medical devi-
ces, and cellular and tissue-based products.
For example, certification from the
Ministry of Health, Labour and Welfare is
now mandatory for review committees that
review such clinical trials. The composition
and procedures of committees certified by
the Ministry of Health, Labour and
Welfare (certified clinical trial review
boards) are strictly specified in the new act
and related ministerial ordinances.

Notably, certified clinical trial review
boards require certain documentation,
including written opinions from specialists.
Specialists include individuals specialized in
a particular disease, clinical pharmacolo-
gists, biostatisticians, and specialists in
specific areas such as medical devices.
Such specialists are selected from outside
the review board. If a board member hap-
pens to be a specialist in the stipulated area,
then that member can provide the written
opinion. The board itself is composed of
individuals with expert knowledge and
experience in clinical trials as well as experts
in the areas of law and bioethics. Board
experts review clinical trials from their
own viewpoint, and their written opinions
reflect the perspectives of specialists in a
stipulated area. Review board participation
by non-specialists is also mandatory.
In addition to the role of specialists, atten-
tion is being placed on non-specialists’
effective contributions to review boards.

The role of ethics committee members
outside the institution (non-affiliated mem-
bers) and/or members whose primary con-
cerns are non-scientific  (non-scientist
members) have also been discussed and
emphasized.” '® Non-affiliated members
are often referred to as community mem-
bers.” In the present study, the term
“non-specialists” refers to those who have
no involvement with clinical research.
Certified clinical trial review board mem-
bers (including those providing written
opinions) who are specialists, such as physi-
cians, specialists in law and/or bioecthics,
clinical pharmacologists, and biostatisti-
cians, are excluded from the category of
“non-specialists.” This study focused on
the perspectives of these non-specialists.
The purpose of the present study was not
to establish or verify new theory based on
covering analysis of large-scale samples but
to identify representative key issues with
which to promote the contribution of non-
specialists to review boards.
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Methods
Study and ethical approval

This cross-sectional qualitative study was
conducted after obtaining approval by the
Ethics Committee of Tokushima University
Hospital (#3096). The study was performed
according to the consolidated criteria for
reporting qualitative research (COREQ)
32-item checklist.''

Research team and reflexivity

Personal characteristics. The focus group inter-
view was facilitated by a member of the
Clinical Trial Center for Developmental
Therapeutics (CTCDT) of Tokushima
University Hospital in attendance with
other researchers. The member was a
female PhD who had experience in qualita-
tive research and had an interest and roles in
the promotion of the clinical study environ-
ment, including ethics committees.

Relationship ~ with  participants. Neither the
facilitator nor other researchers had a
relationship with the participants prior to
study commencement. The participants
had no knowledge about the facilitator
prior to this study.

Study design

Theoretical framework. The theoretical frame-
work of the present study was based on
content analysis.'?

Participant selection. We focused on the issue
of “non-specialists” in clinical studies, and
purposive sampling was applied. The inclu-
sion criteria were no present and/or previ-
ous work experience related to clinical
research, no present and/or previous expe-
rience as a member of review boards, and
status as a healthy adult. Physicians,
specialists in law and/or bioethics, clinical
pharmacologists, and biostatisticians were

excluded from the study. We first tried
to recruit volunteers among employees
of Tokushima University for feasibility.
Considering the inclusion criteria, the
staff members of Tokushima University
Hospital were not approached. The partic-
ipants were approached by email, and the
researchers explained the study in a face-to-
face meeting. Six participants were enrolled
in the present study after obtaining written
informed consent. No individuals who
received an explanation of the present
study refused to participate, and no individ-
uals ended their participation or withdrew
from the study.

Setting. The data were collected in a room of
the CTCDT of Tokushima University
Hospital. No persons other than the partic-
ipants and researchers were present at the
data collection.

All six participants were female; three
were in their thirties, and three were in
their forties. Three were engaged in secre-
tarial work, two were engaged in technical
work for in vitro experiments, and one was
engaged in both. One participant involved
in technical work in in vitro experiments
was a clinical nutritionist.

Data collection. We used a focus group inter-
view to collect the data because this tech-
nique is reportedly superior to individual
interviews.'*"'* To respect group dynamics,
the facilitator was aided by only a simple
interview guide (Table 1) constructed for
this study based on findings in the litera-
ture. An important goal of the present
study was to include participants who
were not members of any review board.
The participants were encouraged to
express their own views on potentially serv-
ing as a member of a research ethics com-
mittee. No repeated interviews were carried
out. No audio or visual recording was used
to collect the data, but field notes were
made during and/or after the focus group
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Table |. Focus group interview guide.

I. Perspectives on clinical research itself

(I) What are your views on clinical research
and registration trials in general?

(2) Do you know of anyone who has partic-
ipated in clinical research or registra-
tion trials?

(3) Have you heard of research misconduct
and, if so, what do you think about it?

2. Perspectives on research ethics committees

(1) What do you think about research
ethics committees?

(2) How would you feel if you were invited to
become a member of a research
ethics committee?

interview. The focus group interview was
performed in March 2018 and lasted
approximately 1 hour.

The transcripts were not returned to the
participants for comment and/or correction.

Analysis and findings

Data analysis. The transcripts were analyzed
and segments were extracted in accordance
with the research aim regarding perspec-
tives on clinical research and research
ethics committees. These segments were
coded by the facilitator from the CTCDT
with consensus among the other five
researchers. Codes with a similar context
were then sorted into categories and subca-
tegories and finally into broad overarching
themes. The reliability of the coding was
repeatedly examined until agreement was
reached. When no new themes were
obtained after repeated analysis, we consid-
ered that data saturation had been reached
within the sample. The themes were not
identified in advance but were derived
from the data. No software was used to
manage the data. The participants did not
provide feedback on the findings.

Reporting. In addition to clearly presenting
the identified themes, we included

representative participant quotations as
helping aids to illustrate the identified
themes. We included quotations from dif-
ferent participants to add transparency
and trustworthiness to the findings and
interpretations of the data.

Results

Ambivalence toward clinical research

For the participants’ perspectives on clinical
research itself, 33 codes were established and
sorted into 2 categories and 6 subcategories.
The two categories were “unfamiliar with
clinical research but consider it useful” and
“negative impression of clinical research.”
These two categories were sorted into an
overall theme of “ambivalence toward clini-
cal research” (Table 2).

The first category, “unfamiliar with clin-
ical research but consider it useful,” was
further divided into four subcategories:
“difficulty distinguishing between registra-
tion trials and clinical research” (9 codes),
“feeling that differences exist between clin-
ical research and registration trials”
(4 codes), “favorable impression of clinical
research” (4 codes), and “unfamiliar with
research misconduct” (4 codes). The subca-
tegory “difficulty distinguishing between
registration trials and clinical research”
included the code “no experience with reg-
istration trials and lack of awareness of the
practical role of clinical research.”
Meanwhile, under the subcategory “feeling
that differences exist between clinical
research and registration trials,” several
remarks suggested that the participants
believe that clinical research has a wider
scope than registration trials. In the positive
subcategory, one participant showed will-
ingness to participate in clinical research,
while in the “unfamiliar with research mis-
conduct” subcategory, one remark sug-
gested that research misconduct is not
evident in clinical research.
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Table 2. Summary of themes, categories, and subcategories revealed through the focus group interview.

Theme Category

Subcategory

Unfamiliar with clinical
research but con-
sider it useful

Ambivalence
toward clini-
cal research

Difficulty distinguishing between registration trials and
clinical research
Feeling that differences exist between clinical research and

registration trials
Favorable impression of clinical research
Unfamiliar with research misconduct

Negative impression of

|n

Negative image of clinical research arising from its
clinical research “tria

nature

Apprehension over the unreliability of clinical research

Importance of
knowledge and
an environment
that promotes
participation of
non-special-
ist members

Need for knowledge
to serve on a
research
ethics committee

Need for an environ-
ment that promotes
participation

Willingness to obtain adequate information about a study

Difficulty participating without a full understanding of the
role of the review committee

Difficulty of commenting without having an adequate
understanding of each study

Importance of scheduling and creating an atmosphere that
encourages participation

Willingness to participate in a non-specialist area

Willingness to participate if interested in a particular study
Willingness to participate after discussion with
family members

Lack of awareness of
the role of
ethics committees

Belief that an ethics committee aims to guarantee ethi-
cal standards
Difficulty relating the ethics committee to clinical research

Belief that an ethics committee guarantees the safety of
clinical research

Under the category “negative impression
of clinical research,” two subcategories
were revealed: “negative image of clinical
research arising from its ‘trial’ nature”
(7 codes) and “apprehension over the unre-
liability of clinical research” (5 codes). In
the first subcategory, clinical research was
considered to involve trial subjects putting
themselves at risk for medicine, while in the
second subcategory, comments revealed
concern over the conduct of clinical
research without applicable regulations.

Knowledge and an environment
that promotes participation of
non-specialist members

For the participants’ perspectives on research
ethics committees, 54 codes were established

and sorted into 3 categories and 10 subcate-
gories. The three categories were “need for
knowledge to serve on a research ethics
committee,” “need for an environment that
promotes participation,” and “lack of aware-
ness of the role of ethics committees.”
These three categories were sorted into the
theme “knowledge and an environment that
promotes participation of non-specialist
members” (Table 2).

The category “need for knowledge” com-
prised three subcategories: “willingness to
obtain adequate information about a
study” (7 codes), “difficulty participating
without a full understanding of the role of
the review committee” (7 codes), and
“difficulty of commenting without having
an adequate understanding of each study”
(7 codes). The subcategory “willingness to
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obtain adequate information” included sev-
eral codes indicating a willingness to learn
about a study as well as an understanding
of the personal and societal benefits. One
remark also indicated anxiety over being
able to understand each study without suf-
ficient knowledge of technical terms and
practical procedures.

In the subcategory “difficulty participat-
ing without having a full understanding of
the role of the review committee,” several
comments indicated that the participants
would regret joining an ethics committee if
they were not confident that they could con-
tribute to its activities. In the subcategory
“difficulty providing comments,” several
remarks showed concerns over providing
comments in the presence of numerous spe-
cialists in clinical research.

The category “need for an environment
that promotes participation” was divided
into four subcategories: “importance of
scheduling and creating an atmosphere
that encourages participation” (13 codes),
“willingness to participate in a non-
specialist area” (3 codes), “willingness to
participate if interested in a particular
study” (2 codes), and “willingness to
participate after discussion with family
members” (2 codes). In the first subcate-
gory, contrasting remarks were revealed.
Some participants favored participation
via Internet-based discussion, while others
favored participation in person with many
members present. Another comment sug-
gested the importance of detailed explana-
tions of each study for promoting
participation of potential committee mem-
bers. In the subcategory “willingness to
participate in a non-specialist area,” partic-
ipation without specialist knowledge in clin-
ical research was favored. Meanwhile, in
the subcategory “willingness to participate
if interested,” the participants’ remarks
revealed that willingness does not necessar-
ily depend on the level of interest in clinical
research as a whole but more on the level of

interest in a particular study. In the subca-
tegory “willingness to participate after
discussion with family members,” the par-
ticipants tended to regard the opinions of
their family as important.

The category “lack of awareness of the
role of ethics committees” comprised three
subcategories: “belief that an ethics com-
mittee aims to guarantee ethical treatment
of human subjects” (5 codes), “difficulty
relating the ethics committee to clinical
research” (5 codes), and “belief that an
ethics committee guarantees the safety of
clinical research” (3 codes). In the subcate-
gory “belief that an ethics committee aims to
guarantee ethical treatment of human sub-
jects,” participants indicated the belief that
ethics committees review each study from
the viewpoint of human ethics to avoid dis-
advantaging the study participants. In the
subcategory “difficulty relating the ethics
committee to clinical research,” one partici-
pant indicated that she was unaware of the
role of ethics committees when participation
in clinical research was suggested to a
member of her family. Finally, in the subca-
tegory “belief that an ethics committee guar-
antees the safety of clinical research,” several
comments indicated a perception of the reli-
ability of ethics committees in guarantee-
ing safety.

Discussion

In terms of the overall perspective of clini-
cal research itself, we identified the theme
“ambivalence toward clinical research.”
Even when participants were employees of
Tokushima University, our study indicated
a lack of experience in registration trials
and a lack of awareness of the practical
role of clinical research. Moreover, the
study also revealed a negative image of clin-
ical research, such as the concept of clinical
research involving trial subjects putting
themselves at risk for medicine and concern
over the conduct of clinical research
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without applicable regulations. Klitzman®
suggested that affiliated review board mem-
bers not only have different backgrounds,
training, and approaches toward reviews
but may also have inherent conflicts of
interests. Meanwhile, Kuyare et al.'®
found no differences in the responses of
affiliated and non-affiliated members in
terms of the perceptions and experiences
of board members, similar to the findings
of Allison et al.” Although one subcategory
suggested a favorable impression of clinical
research, the participants viewed themselves
as non-specialists in clinical research and
individuals with no vested interest in the
success or failure of the study.

The importance of training opportunities
tailored to non-specialist participation was
also emphasized; however, such training has
yet to be established. In 2003, Sengupta and
Lo’ reported the results of a study of 32 non-
scientist and non-affiliated ethics committee
members, revealing that 72% received writ-
ten documents for training while only 22%
received formal training, and 47% identified
the lack of education and training as a prob-
lem. The desire for formalized training on
documents such as the Belmont Report
and the Code of Federal Regulations Title
21 was particularly noteworthy. Setoyama'?
reported the results of a survey of non-
affiliated members of Japanese ethics
committees, revealing that only some were
provided introductory training such as the
distribution of documents (guidance, guide-
lines, manuals, and brochures) and given an
explanation of the purpose, role, and review
procedures of the ethics committee. These
findings emphasize the need for an increase
in basic training with development of mod-
ules including those available online.'®

The participants in the present study also
suggested further possibilities in education,
revealing a willingness to obtain detailed
information about a study and to under-
stand its personal and societal benefits.
Concern over the ability to understand

each study without adequate knowledge of
technical terms and practical procedures
was also indicated. Moreover, the partici-
pants’ responses suggested the possibility
that detailed explanation of each study itself
promotes member candidates’ participation.

It is often mentioned that non-scientist
and non-affiliated ethics committee mem-
bers can better reflect the concerns and
viewpoints of research participants than
can specialist board members. For example,
Lidz et al.? revealed that community mem-
bers in the United States try to remain naive
to the study and see themselves as having a
particular kind of expertise; that is, as a
person whose expertise comes from a lack
of specialized knowledge. Additionally, in a
study of Indian board members, Kuyare
et al.'” suggested that being experienced
may actually be counterproductive to the
role of non-specialist members as partici-
pant/community representatives. That is,
the more experience they gain, the more
knowledgeable they become and therefore
the less able they are to represent the com-
munity. Meanwhile, Mhaskar et al.'®
reported that review board members, even
those who are not community members,
tend to have poor knowledge of research
study design; however, non-community
members aside, this can in fact benefit com-
munity members.

These findings suggest that to pursue a
role as a non-specialist board member, can-
didates should understand the study proto-
col in as much detail as required of the
study participants without additional spe-
cialized or experienced knowledge of clini-
cal research. By doing so, the contribution
of non-specialists can be promoted.

Although detailed consent forms are
essential when obtaining informed consent
in interventional clinical trials, investigators
must also provide a face-to-face explanation
to the study participants. As part of a review
committee, non-specialist members should
carefully read study-related documents,
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including informed consent forms, and
should seek further explanations from inves-
tigators where necessary. However, non-
specialist members are often reluctant to do
so in environments with many specialists.
It may be advisable to develop a system in
which an investigator carries out the
informed consent procedure with non-
specialist committee members before a
study is reviewed. Alternatively, an adminis-
trative member of the review board commit-
tee with some knowledge of medicine could
briefly explain the study objectives. This
would help to increase non-specialist mem-
bers’ overall understanding of the particular
study, thereby encouraging their active
participation.

Attempts to increase awareness of clini-
cal research among the general public are
important for promoting clinical research.
If non-specialist board members are
recruited from the general public and
obtain in-depth knowledge of clinical trials
from the viewpoint of the study partici-
pants, this could help to increase awareness
of clinical research within the general
public. This would also help to promote
public involvement,'” an important element
of clinical research.

The main limitation of the present study
is that it was conducted by purposive sam-
pling in participants affiliated with same
university as researchers. Nevertheless, the
present study revealed that the participants
not only had perspectives in support of clin-
ical research but also had ambivalence
toward clinical research. Under these con-
ditions, we were able to capture the theme
of knowledge and an environment that pro-
motes participation of non-specialist mem-
bers; the importance of receiving a detailed
explanation of a particular study was also
suggested. Further studies are warranted to
examine whether these findings can be
applied to present review board members.
Interventions such as education that aims
to provide a detailed explanation of a

particular study to these members may
result in promotion of their contributions
to review board activities.

Datasets

The datasets used in the current study are avail-
able from the corresponding author on reason-
able request.
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