
←確認用doi 
（左上Y座標：－17.647 pt）

374 Vol. 45, No. 3Biol. Pharm. Bull. 45, 374–377 (2022)

 
© 2022 The Pharmaceutical Society of Japan

Note

Trends in Investigator-Initiated Clinical Studies at a University Hospital 
after Enforcement of the 2018 Clinical Trials Act in Japan
Yasutaka Sato,a Satoshi Sakaguchi,a Kenshi Takechi,a,† Masayuki Chuma,a,‡ Kenta Yagi,a 
Chikako Kane,a Mitsuhiro Goda,a Hirofumi Hamano,a Yuki Aoe,a Hiroshi Nokihara,a,§ 
Yoshiaki Kubo,b Ichiro Hashimoto,c and Hiroaki Yanagawa*,a

a Clinical Research Center for Developmental Therapeutics, Tokushima University Hospital; 2–50–1 Kuramoto-
cho, Tokushima 770–8503, Japan: b Ethics Committee of Tokushima University Hospital, Tokushima University 
Hospital; 2–50–1 Kuramoto-cho, Tokushima 770–8503, Japan: and c Certified Review Board of Tokushima University, 
Tokushima University; 2–50–1 Kuramoto-cho, Tokushima 770–8503, Japan.
Received August 31, 2021; accepted December 21, 2021

In April 2018, the Clinical Trials Act pertaining to investigator-initiated clinical trials was passed in 
Japan. The purpose of this study was to investigate activity in investigator-initiated clinical studies before 
and after enforcement of the new Clinical Trials Act. This was done by analysing the records of the Ethics 
Committee of Tokushima University Hospital, which reviews studies based on the Japanese government’s 
Ethical Guidelines for Medical and Health Research Involving Human Subjects prior to the Clinical Trials 
Act, and records of the Certified Review Board established at Tokushima University under the Clinical Trials 
Act in 2018. The number of new applications to these two review boards during fiscal years 2015–2017 (pre-
Act) and fiscal years 2018 and 2019 (post-Act) were used as an indicator of activity in investigator-initiated 
clinical studies. The number of new applications to the Ethics Committee was 303, 261, 316, 303, and 249 
in 2015, 2016, 2017, 2018, and 2019, respectively. The data show that the total number of new interventional 
studies decreased from 50.3 in average in 2015–2017 (pre-Act) to 42 in 2018 and 40 in 2019 (post-Act), respec-
tively. These results suggest that fewer interventional studies were started following enforcement of the new  
Clinical Trials Act. To confirm this trend and identify contributing factors, further studies are required. In 
addition, possible way, such as broader contribution of clinical research coordinators, to promote clinical 
studies in the new Clinical Trials Act era should be examined.
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INTRODUCTION

Government regulations on clinical studies in Japan have 
long applied to only clinical trials required for the govern-
mental approval of products, such as pharmaceuticals, medi-
cal devices, and regenerative medicine products (designated 
as registration trials). Clinical studies conducted for other 
purposes have been considered ‘investigator-initiated clinical 
studies,’ and in principle, the studies were conducted follow-
ing the Japanese government’s ethical guidelines.1–3)

However, in 2013, a scandal involving several clinical tri-
als for the antihypertensive drug valsartan made headlines 
in Japan and around the world.4) Several academia-initiated 
clinical trials funded by industry showed secondary benefits 
of valsartan. Nevertheless, they were subsequently proven to 
be fraudulent and were retracted. Inappropriate relationships 
were found between investigators and industry in conflict-of-

interest management.
Mainly reflected the problems in conflict-of-interest man-

agement observed in the 2013 scandal, the new Clinical Trials 
Act pertaining to investigator-initiated clinical trials, which 
came into effect on 1 April 2018.5) In the Act, studies con-
ducted to examine the efficacy or safety of products, such as 
pharmaceuticals are considered ‘clinical trials.’ ‘Clinical trials’ 
funded by research funds from the product-related industry 
and/or those conducted to investigate the efficacy or safety 
of off-label use of products are considered ‘specified clinical 
trials.’ Specified clinical trials must be conducted under the 
new Act. The difference between the new Act and the Act on 
Securing Quality, Efficacy and Safety of Products Including 
Pharmaceuticals and Medical Devices that is applied to reg-
istration trials should be emphasized. The data obtained from 
clinical studies conducted under the new Act cannot be used 
to obtain government approval of products. Yet, the practical 
processes require increased bureaucratic procedures and costs 
outside of the scope of the Good Clinical Practice interna-
tional standard, such as review fees, notification of trial plans 
to the Ministry of Health, Labour and Welfare, and prepara-
tion of detailed documents and reports, including plans for 
conflict-of-interest management.

Although the introduction of the new Act including bureau-
cratic procedures may affect Japanese clinical studies, there is 
still little information in such impact. This study sought to ob-
serve activity in investigator-initiated clinical studies in terms 
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of the number of new applications received by the review 
boards at Tokushima University.

MATERIALS AND METHODS

Examination of Review Board Applications  This study 
retrospectively examined the records of two review boards 
at Tokushima University from fiscal years 2015 (April 2015 
to March 2016), 2016 and 2017 before the Clinical Trials Act 
went into effect (pre-Act) and fiscal years 2018 and 2019 af-
terward (post-Act). The year 2015 was chosen because the 
previous governmental ethical guidelines were discontinued 
and new ethical guidelines (the Ethical Guidelines for Medi-
cal and Health Research Involving Human Subjects) came into 
effect in 2015. One review board was the Ethics Committee 
of Tokushima University Hospital, which was established in 
accordance with the Japanese government’s ethical guide-
lines. This committee is the successor of the first committee 
established in Japan to review biomedical studies in 1982.3) 
Another review board was the Certified Review Board of 
Tokushima University, which was established according to the 
Clinical Trials Act in 2018.

Because the Ethical Guidelines for Medical and Health 
Research Involving Human Subjects of the Japanese 
Government6) are not applicable to this study, ethics approval 
was not sought.

Ethics Committee of Tokushima University Hospital  
The records of the Ethics Committee of Tokushima University 
Hospital included the presence of intervention, invasiveness, 
funding sources, and other study-related information, such as 
types (single or multi-institutional) of clinical studies. Inter-
vention and invasiveness were defined according to the Ethical 
Guidelines for Medical and Health Research Involving Human 
Subjects.6) As described by Sawata and Tsutani, funding 
sources for studies were categorised as private organisations, 
including pharmaceutical companies; public agencies; founda-
tions; and self-funded.7)

Certified Review Board of Tokushima University  Re-
cords of the Certified Review Board of Tokushima University 
were also analysed in this study. In pre-Act era, all investiga-
tor-initiated clinical studies with intervention were reviewed 
by the Ethics Committee of Tokushima University Hospital. 
In post-Act era, specified clinical trials among interventional 
studies should be reviewed by certified review boards. Some 
of them are reviewed by the Certified Review Board of 
Tokushima University. Others are reviewed by certified review 
boards of other institutions and are not reviewed by the Certi-
fied Review Board of Tokushima University.

Among clinical trials ongoing in pre-Act era, those catego-
rised as ‘specified clinical trials’ in the new Act should be 
reviewed by certified review boards in 2018. Number of these 
switchover studies are excluded from the analysis in the pres-
ent study, since they cannot be considered as an indicator of 
activity in investigator-initiated clinical studies.

RESULTS

Annual Number of Applications for Clinical Studies 
Submitted to the Ethics Committee  The number of new 
applications submitted to the Ethics Committee from 2015 to 
2019, according to presence of intervention and invasiveness, 

is shown in Table 1. The number of interventional studies de-
creased over these 5 years (Table 1a), and the number of stud-
ies with invasiveness also decreased (Table 1b).

The types (single or multi institutional) of submitted stud-
ies has also been analysed. As shown in Table 2, more multi-
institutional studies were submitted in 2015 and 2016 than in 
2017, 2018 and 2019.

Annual Number of Specified Clinical Trials and Trends 
of Interventional Studies at Tokushima University  As 
shown in Table 3, the number of new applications to the Certi-
fied Review Board of Tokushima University increased from 0 

Table 1. Annual Number of Clinical Studies Reviewed by the Ethics 
Committee of Tokushima University Hospital

a. Clinical studies by presence of intervention

Annual number (%)

Interventional Non-interventional Total

2015 55 (18%) 248 (82%) 303
2016 41 (16%) 220 (84%) 261
2017 55 (17%) 261 (83%) 316
2018 35 (12%) 268 (88%) 303
2019 20 (8%) 229 (92%) 249

b. Clinical studies according to invasiveness

Annual numbers (%)

Invasive Non-invasive Total

2015 67 (27%) 236 (78%) 303
2016 40 (15%) 221 (85%) 261
2017 77 (24%) 239 (76%) 316
2018 44 (15%) 259 (85%) 303
2019 21 (8%) 218 (88%) 249

Table 2. Types (Single or Multi Institutional) of Clinical Studies  
Reviewed by the Ethics Committee of Tokushima University Hospital

Annual number (%)

Single-institutional Multi-institutional Total

2015 102 (34%) 201 (66%) 303
2016 103 (39%) 158 (61%) 261
2017 156 (49%) 160 (51%) 316
2018 166 (55%) 137 (45%) 303
2019 125 (50%) 124 (50%) 249

Table 3. Annual Total Number of New Interventional Studies at 
Tokushima University

Annual number

Ethics Committee of 
Tokushima University 

Hospital

CRB of 
Tokushima 
University

CRB of other 
institutions Total

2015 55 (no CRB) (no CRB) 55
2016 41 (no CRB) (no CRB) 41
2017 55 (no CRB) (no CRB) 55
2018 35 0 7 42
2019 20 5 15 40

CRB, certified review board.
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in 2018 to 5 in 2019. Among these five trials, two were single 
(Tokushima University only) and three were multi-institutional 
including Tokushima University. The number of new studies 
reviewed by certified review boards of other institutions in-
creased from 7 in 2018 to 15 in 2019 and all these 22 studies 
were multi-institutional including Tokushima University.

To show trends in all new interventional studies at Toku-
shima University, Table 3 presents the number of new applica-
tions for interventional studies to the Ethics Committee and 
Certified Review Board of Tokushima University and to the 
certified review boards of other institutions. Since the average 
number of interventional studies in pre-Act era was 50.3, the 
total number of interventional studies tended to decrease in 
post-Act than in pre-Act.

Funding Source of Interventional Studies in Tokushima 
University  Table 4 shows the funding sources of all inter-
ventional studies conducted at Tokushima University during 
2015–2019. Funding for specified clinical trials and interven-
tional studies reviewed by the Ethics Committee are included 
in the total for all interventional studies. As shown in the 
table, considerable percentage of interventional studies were 
funded by private organisations in post-Act era.

DISCUSSION

We previously reported that since 2012, approximately 300 
investigator-initiated clinical studies were reviewed each year 
at Tokushima University.3) This study found that the annual 
number of applications for interventional studies submitted 
to the Ethics Committee of Tokushima University Hospital 
decreased from 2015 to 2019 (Table 1). Given that specified 
clinical trials are handled separately from clinical studies and 
must be reviewed by a certified review board, the observed 
decrease cannot be considered substantial. However, as shown 
in Table 3, the more important observation was that the total 
number of interventional studies decreased.

Overall, in the minutes of the Clinical Research Commit-
tee, Health Sciences Council, Ministry of Health, Labour and 
Welfare (31 August, 2017), the annual number of the Japanese 
new specified clinical trials was estimated as 500–1000 and 
around 50 committees were expected to deal with 10–20 these 
trials, respectively.8) In contrast, Ozaki et al.9) reported certi-
fied review boards had reviewed 349 new specified clinical 
trials from April 2018 to October 2019. In an analysis at the 
National Cancer Central Hospital, Japan, Nakamura et al.10) 
reported a decreasing trend in interventional studies following 
enforcement of the Clinical Trials Act. At that hospital, 205 
interventional studies other than registration trials were ongo-
ing in April 2018 (pre-Act), whereas 94 clinical trials were 
ongoing under the Act and 74 clinical trials were ongoing 

under the ethical guidelines in April 2019 (post-Act). These 
data are about ongoing interventional studies and cannot be 
directly compared to our results. Nevertheless, the decreas-
ing trend seems to be in accordance with our results in new 
interventional studies. Meanwhile, results of questionnaire 
surveys at Tokushima University11) showed that investigators 
had less interest in interventional studies after enforcement of 
the Clinical Trials Act than before it. Moreover, investigators’ 
needs for ‘support for preparing documents when conducting 
specified clinical trials’ was significantly higher in investiga-
tors who were interested in conducting specified clinical trials 
than in those who were not interested.

Although non-interventional studies, such as those with 
clinical big data,12) are as important as interventional stud-
ies to establish clinical evidence, promotion of interventional 
studies must be considered in the post-Act era. Various bu-
reaucratic procedures are now required and investigators 
might not be familiar with these new regulations. Increased 
bureaucracy may be at least one reason contributing to the 
decreased activity seen in investigator-initiated interventional 
studies. Reforming the bureaucratic procedures and providing 
practical support to investigators are current needs. Stream-
lining of notification and change procedures, online submis-
sion of notifications and streamlining of conflict of interest 
reporting procedures should be considered. Japanese clinical 
research coordinators have been engaged primarily in opera-
tional roles in industry-initiated clinical trials for drug approv-
als (registration trials). However, broadening their contribution 
to cover other types of clinical research, such as specified 
clinical trials, may lead to an improvement in quality.13)

The enactment of the Clinical Trials Act stemmed from 
inappropriate academia-industry relationships that were re-
vealed from the valsartan scandal in 2013. Although the new 
law does not preclude the existence of the academia-industry 
relationships, it emphasises the importance of managing finan-
cial conflicts of interests. Academia-industry cooperation in 
the medical field14) must be supported to promote activity in 
clinical trials in the current environment. Under the Clinical 
Trials Act, the sponsors responsible for specified clinical trials 
should be the principal investigators (physicians or dentists). 
In practice, the sponsor and funder are members of industry 
in some clinical trials with a purpose other than obtaining 
governmental approval. For example, in the post-marketing 
stage of pharmaceutics, the industry has interests in efficacy 
testing in a larger number of cases, scientific issues and data 
on market dominance. Ohshima et al.15) reported difficulties 
in managing clinical trials conducted based on the interests of 
industry from the results of an internal survey conducted in 
October 2018 by the task force team of the Clinical Evaluation 
Expert Committee of the Japan Pharmaceutical Manufacturers 

Table 4. Funding Sources of New Interventional Studies at Tokushima University

Annual number (%)

Private organisations Public agencies Foundations Self-funded Total

2015 12 (22%) 22 (40%) 2 (4%) 19 (34%) 55
2016 5 (12%) 10 (24%) 4 (10%) 22 (54%) 41
2017 13 (24%) 16 (29%) 7 (13%) 19 (34%) 55
2018 7 (17%) 12 (24%) 6 (14%) 17 (40%) 42
2019 10 (25%) 10 (25%) 4 (10%) 16 (40%) 40
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Association. One reason for these difficulties was that even 
in clinical trials conducted based on the interests of industry, 
physicians conducting specified clinical trials must act as the 
sponsor-investigator under the Clinical Trials Act. The inter-
ests of investigators and industry sometimes differ. Physicians 
may be reluctant to be principal investigators with various 
legal responsibility in clinical trials conducted based on the 
interests of industry if they have little medical and/or investi-
gational interests in these trials. The position of clinical trials 
conducted based on the interests of industry in the era of the 
new Clinical Trials Act is still ambiguous.

This study has several limitations. First, it was conducted 
at a single university and thus the reviews might not fully re-
flect clinical studies nationwide in Japan. Second, the precise 
relationship between the decrease in interventional studies 
and enforcement of the new Clinical Trials Act is not clear at 
present. Although analysis over a longer period considering 
various possible factors contributing to the decrease could be 
conducted, the coronavirus disease 2019 (COVID-19) pandem-
ic will no doubt have a major impact on the circumstances of 
clinical studies after 2020 whereas the present study reflects 
the circumstances of the pre-COVID-19 era.

CONCLUSION

The results of this study revealed that interventional stud-
ies at a university hospital have decreased after enforcement 
of the Clinical Trials Act. To confirm this trend and identify 
factors contributing to it, further studies are needed. Further-
more, a support infrastructure for clinical studies and the 
promotion of appropriate academia-industry relationships 
should be considered for encouraging activity in clinical trials. 
Accordingly, practical national strategies, such as streamlining 
of notification and change procedures, online submission of 
notifications and streamlining of conflict of interest reporting 
procedures should be considered and the evaluation of such 
strategies warrant further study.
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