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1．Introduction
　　Pharmaceutical regulatory schemes concerning real‒
world medical data and evidence（hereinafter referred to 
as“medical RWD/RWE”）, and derived from their analy-
sis, have been undergoing remarkable changes consider-
ing both the development and post‒marketing phases of 
drugs, medical devices, and regenerative medicine prod-
ucts（hereinafter referred to as“drugs, etc.”）.1）
　　For the clinical development of drugs, etc., the Inter-
national Council for Harmonisation of Technical Require-
ments for Pharmaceuticals for Human Use（ICH）has 
proposed the“GCP Renovation,”2） which includes the 
modernization of the E8 Guideline and subsequent revi-
sion of the E6 Guideline. According to the Concept Papers 
and Business Plans issued in November 2019, the revised 
E6 Guideline covers clinical studies incorporating prag-
matic clinical trials and decentralized clinical trials in 
Annex 2. In the US,“The 21st Century Cures Act”3） refers 
to the proposal of speeding up the approval review by 
making clinical trials more efficient. Moreover, in some 
cases medical RWD/RWE was used in the approval 
review for the expansion of applications. Also, in Japan, 
the Clinical Innovation Network（CIN）plan4） was proposed 
by the Japan Revitalization Strategy（Cabinet Decision 
dated June 30, 2015）; furthermore, utilizing the natural 
history data of patient registries as the control group in 
clinical trials for an approval review is now under consid-
eration.
　　With regards to post‒marketing surveillance, the 
implementation of a conditional accelerated approval sys-
tem for pharmaceuticals5） positioned medical RWD/RWE, 
such as the medical information database network（MID‒
NET）project6） and patient registries, as surveys that 
require implementation for marketing approval. Moreover, 
the Ministry of Health, Labour, and Welfare（MHLW）
ordinance related to standards for conducting post‒mar-
keting surveys and studies on drugs”7） provided a new 
post‒marketing database study, which was conducted 
using medical databases like MID‒NET, and by utilization 
of medical RWD/RWE for post‒marketing pharmacovigi-
lance.
　　Additionally, concerning the utilization of registry 
data for regulatory purposes, basic principles on the utili-
zation of the registry for applications”8） and points to be 
considered for ensuring the reliability in the utilization of 
registry data for applications”9） were investigated by the 
Pharmaceuticals and Medical Devices Agency（PMDA）
and issued by the MHLW on March 23, 2021.
　　This document aims to propose specific measures to 
ensure the reliability of regulatory purpose utilization of 
especially“patient registry”data from medical RWD/RWE 

that were discussed by AMED/Shibata Group（CIN）.

2．Objectives and background of this proposal
　　The challenges in the utilization of patient registry 
data for regulatory purposes seem to be barriers between 
the Pharmaceutical and Medical Device Act（ICH）and 
ethical principles concerning life science and medical 
research. These could be barriers on the regulatory side 
as well as on the side of researchers. Similarly, there could 
be a difference in understanding among interested parties 
concerning“drugs”and“medical devices.”
　　To overcome such barriers and promote the utiliza-
tion of patient registry data for regulatory purposes, this 
proposal aimed to demonstrate the conduct of primary 
studies related to registry establishment, which could con-
tribute to assuring the reliability of registry data, strate-
gies of operation and management, and specific examples 
of registry data utilization.
　　The“Handbook on the establishment and operation 
of registries ver.　1.0”（hereinafter referred to as“Kokudo 
Group’s Handbook”）10） was created by AMED Kokudo 
Group（CIN）, considering that it would be utilized for an 
academia‒based general patient registry, and not for regu-
latory purposes. The Shibata Group investigates the utili-
zation of registry data for regulatory purposes, which has 
not been referred to in Kokudo Group’s Handbook.

3．Scope
　　This proposal is applicable not only to medical RWD 
from patient registries（e.g., disease and product regis-
tries）, but also to the other medical RWD considering the 
data source of patient registries such as electronic medical 
records and electronic patient‒repor ted outcomes
（ePROs）. The target diseases include rare diseases（rare 

cancers, rare intractable neurologic diseases, pediatric 
diseases, etc.）, wherein conducting conventional random-
ized controlled trials（RCTs）is challenging; or diseases 
wherein conducting placebo‒controlled studies are ethi-
cally challenging. Registry data could be used for regula-
tory purposes: 1）as an external control of clinical studies 
for efficacy and/or safety evaluation in applications; 2）to 
complement or substitute clinical studies for efficacy and/
or safety evaluation in applications; and 3）in the evaluation 
of drugs and medical devices with conditional approval 
and of regenerative medicine products with conditional 
and time‒limited approval. However, the abovementioned 
scope should be flexibly revised based on various techno-
logical innovations and the development of regulatory sci-
ence in the future.
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4． Objectives and background of patient registry estab-
lishment and operation（academic viewpoint）

　　As in Kokudo Group’s Handbook,“registry”is a term 
widely used in the fields of medicine and healthcare, but it 
has no consistent definition. Kokudo Group’s Handbook 
cites the following definitions presented by the US Agency 
for Healthcare Research and Quality（AHRQ）:“A patient 
registry is an organized system that uses observational 
study methods to collect uniform data（clinical and other）
to evaluate specified outcomes for a population defined by 
a par ticular disease, condition, or exposure, and that 
serves one or more predetermined scientific, clinical, or 
policy purposes.”11） Also citing other several definitions, 
Kokudo Group’s Handbook defines a patient registry as“a 
system that collects medical information or health infor-
mation on particular disease, disease group, health condi-
t ion or exposure, or a database established by it .”
Although not specified in this definition, registries gener-
ally use observational study approaches, as defined by the 
AHRQ. Obtaining some outcome requires continuous data 
collection, and therefore, prospective cohort or retrospec-
tive cohort approaches are likely to be applied as a study 
design. The PMDA has investigated two guidelines, in 
which a registry is defined as“a systematic system to col-
lect standardized data to evaluate specific outcomes 
related to the following matters: the specific disease, the 
use of drugs, medical devices and regenerative medicine 
products, etc. or the populations defined by specific condi-
tions（e.g., age, pregnant women, and specific characteris-
tics of patients）. Registr y data may be prospectively 
obtained or retrospectively used”. Most Use‒results sur-
veys conducted for drugs and medical devices based on 
the Pharmaceutical and Medical Device Act are, although 
often not clearly recognized, have a design that can be 
regarded as prospective cohort or retrospective cohort, 
substantially similar to registries.
　　The characteristics, purposes, etc. of registries have 
already been detailed in Kokudo Group’s Handbook. The 
handbook describes various purposes of registry, includ-
ing description of natural history of disease, assessment of 
clinical practice, and evaluation of clinical usefulness and 
cost‒effectiveness. To achieve these purposes different 
from those in interventional studies, registries are often 
different from interventional studies in terms of research 
protocol and operation: for example, registries for patients 
with particular diseases or patients receiving a particular 
medical technology are designed to enroll as many 
patients as possible comprehensively without stringent 
exclusion criteria; test data, which is unlikely to be 
obtained from all patients but is valuable even in a small 
number of cases, is also included in the data collection 

item; and management is performed for a long time with 
few funds. Due to these characteristics, there may be 
which are generally regarded as weaknesses in data qual-
ity control: for example, it is dif ficult to collect all data 
without exception; occasionally, the primary outcome can-
not be collected, and high‒quality and high‒cost systems 
as recommended by interventional studies cannot be used 
due to a low operating budget. In addition, even if patient 
registries are comprehensive, the collected data may con-
tain systematic bias for various reasons, including partici-
pating sites, budget, medical insurance covering of target 
diseases, and method to provide incentives for registra-
tion.
　　Therefore, it is true that registries are more likely to 
have characteristics that could be viewed as defects in 
quality control compared with interventional studies con-
ducted under strict regulations, such as the Pharmaceuti-
cal and Medical Device Act. However, registries have been 
regarded as an effective method of evidence accumulation 
in clinical practice where interventional studies are virtu-
ally impossible to be conducted. Even now, registries are 
an important research approach, especially in the surgical 
field, including emergency medicine and medical trans-
plantation, and in the field where the number of patients is 
extremely small, such as intractable diseases and rare dis-
eases; they are also used for formulating clinical practice 
guidelines. Recently, measures for the establishment and 
operation of a reliable and good‒quality registry have 
been considered. The AHRQ has published“Registries for 
Evaluating Patient Outcomes: A User’s Guide”in 2007. 
The 1st and subsequent editions refer to registry“Qual-
ity,”and the 3rd edition states“As a general rule, quality 
should be evaluated by elements that directly impact the 
ability of the registry to achieve its main objectives. In 
other words, a registry must be fit for its purpose”and 
presents“essential elements of good practice”at each 
stage of research designing and implementation. In 2018, 
a European group also released recommendations for 
improving the quality of disease registries,12） providing a 
total of 17 recommendations in terms of 11 elements, 
including the registry definition, classification, gover-
nance, data source, case report form, data standardization, 
IT infrastructure, and data quality（Figure 1）. Presum-
ably, in the discussion of registry“quality”based on these, 
it is preferable to aim for the academic“fit‒for‒purpose”
quality control that each registry originally aims at, rather 
than applying the“one‒size‒fits‒all”rule, and it is neces-
sary to consider the balance of various elements associ-
ated with individual registries. Discussions that contribute 
to the improvement of the registr y quality as a whole 
while keeping an eye on the recent activities of research-
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ers aiming to improve the quality of registries are 
expected to help further improve medical standards in 
areas where interventional studies are difficult.

5． Environment considering the use of patient registry 
data as application data for the marketing approval of 
drugs, etc.

　5.1　Circumstances in Japan
　　5.1.1　Clinical Innovation Network（CIN）
　　The Clinical Innovation Network（CIN）is a scheme 
that aims to improve the clinical development environ-
ment to facilitate efficient implementation of clinical trials/
studies by using the information on various diseases reg-
istered in disease registration systems（patient registries）, 
etc., with the collaboration of relevant organizations. The 
CIN was selected as one of the 2020 Japan Challenge Proj-
ects and as a specific scheme for the“Japan Revitalization 
Strategy Revised in 2015 and 2016”and“Future Invest-
ment Strategy 2017 and 2018.”In the development of new 
drugs and post‒marketing pharmacovigilance activities, 
new approaches for clinical development and safety evalu-
ation using patient registries have been garnering global 
attention. Hence, there is a compelling need to establish a 
network of relevant organizations and clinical trials con-
sortium of industries and academic institutions to ef fi-
ciently use patient registries for clinical trials/studies as 
well as for conducting regulatory science studies concern-
ing clinical evaluation methods using patient registry data.
　　5.1.2　Guidelines studied by the PMDA
　　The PMDA, an agency in charge of reviews for 
approval, re‒examination, and the evaluation of the usage 
results of drugs, etc., has established“Basic principles on 
utilization of registry for applications”and“Points to con-

sider for ensuring the reliability in utilization of registry 
data for applications,”primarily for companies that could 
be applicants for the marketing authorization of drugs, 
etc. These notifications were issued by the MHLW on 
March 23, 2021.

　5.2　Circumstances outside Japan
　　5.2.1　Foreign regulatory authorities
　　In the field of medical devices, domestic as well as 
international cooperation has been promoted in terms of 
utilization of data other than clinical trial data.
　　In the regulator y approval systems in the field of 
medical devices, wide differences exist among Japan, US, 
and European countries. The regional difference is partic-
ularly significant in Europe, where CE marking by an 
authorized third party is essential; therefore, conducting 
clinical trials is not always necessary for obtaining market-
ing approval. Under such circumstances, the Global Har-
monization Task Force（GHTF）was founded in 1992 with 
the participation of Japan, US, EU, Canada, and Australia 
to promote international coordination. The deliverables of 
GHTF are available on the PMDA website. After the dis-
solution of the GHTF in 2012, the International Medical 
Device Regulators Forum（IMDRF）was established to 
discuss various issues taken over from the GHTF. The 
deliverables of the IMDRF are also available on the 
PMDA website. Notably, the Registry Working Group, one 
of the working groups of the IMDRF, focused on medical 
device related registries, which were initially diverse in 
nature, and summarized discussions on the definitions, 
analysis methodologies, and qualities of registries used by 
regulatory authorities.
　　During the working period of the IMDRF, an article 
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Figure 1　 A framework for the quality management of rare disease registries（modified from Ref-
erence 12）

Note） “FAIR”: a set of four principles（Findable, Accessible, Interoperable, and Reusable）for humans and 
computers proposed by FORCE11 to describe how open data should be made public.

1．Establishment of a good governance system

2．Identification of the right data source

3． Development of data elements, case report form, and 
standardizations

4． Construction of a suitable IT infrastructure complying 
with the“FAIR”principles

5．Production of data quality

6．Dissemination of a quality information

・Developing adequate documentation

・Training staff

・Providing data quality audit



s133

titled“Real‒world evidence―what is it and what can it tell 
us?”was published in the New England Journal of Medicine 
mainly by persons affiliated with the U.　S. Food and Drug 
Administration（FDA）at year‒end 2016, which immedi-
ately aroused public interest in the concepts of“real‒world 
evidence（RWE）”and“real‒world data（RWD）.”In 2018, 
the medical device division as well as the FDA, as a whole, 
published the“Real‒world evidence program,”providing 
definitions of relevant terms and a summary of basic con-
cepts. In 2020, the European Medicines Agency（EMA）
published a draft guideline on registry‒based studies pro-
viding a definition of a registry‒based study and that of a 
patient registry separately to clarify requirements for reg-
istry‒based studies.
　　5.2.2　Medical device field
　　In this section, we wish to highlight the achieve-
ments of the IMDRF Registr y Working Group, which 
worked ahead of other groups for the international harmo-
nization of registries. The IMDRF published three docu-
ments presenting a definitions of terms（N33）, methodolo-
gies（N42）, and assessment tools（N46）, respectively.
　　In the N33 document, on the basis of international 
harmonization, a medical device registry is defined as“an 
organized system that primarily aims to increase the 
knowledge on medical devices contributing to the 
improvement of the quality of patient care.”The docu-
ment evaluates existing registries after establishing the 
following indicators to evaluate the effects, value, and sus-
tainability of each registry:（1）device identification data,
（2）quality enhancement system,（3）stakeholder identifi-

cation,（4）efficiency,（5）timely action,（6）transparency,
（7）linkability, and（8）consideration for product lifecycle.
　　The N42 document summarizes the methodologies of 
the international harmonization of registries. With respect 
to medical devices, in particular, the same product is used 
in dif ferent countries, and could therefore be applied 
being aligned with regional registries. The document pro-
vides points to consider as well as the advantages and dis-
advantages considering the above situation. Note that the 
N42 document discusses registries with a focus on the 
total product lifecycle（TPLC）of medical devices, which 
is expected to contribute to the enhancement of the avail-
ability of information that could be significant evidence for 
decision‒making, such as long‒term evaluation, evalua-
tion of outcomes of diseases with a markedly low inci-
dence, and comparative studies of effectiveness.
　　For cases described in the N33 or N42 document, see 
Sase et al.（2017）13）, wherein the cases are presented.
　　In the N46 document, seven cases were assumed to 
represent categories to be used by medical device regula-
tory authorities. The document defines a list of require-

ments for each category and provides recommendation 
levels for the discussion/handling of such factors when 
relevant regulatory authorities use registry data（Table 1；
modified from IMDRF N4614））. The seven categories cor-
respond to registries having various natures in terms of 
robustness of the registry process. Based on the TPLC, 
highly reliable, robust, and appropriate analysis methods 
should be used for cases involved in highly sophisticated 
decision‒making, such as initial marketing approval. 
Meanwhile, there are some other cases for which deci-
sion‒making can be undertaken with fewer requirements 
depending on the purpose of use, such as finding safety 
signals. Although the document defines requirements for 
initial marketing approval and additional indications, this 
does not mean that the IMDRF Registry Working Group 
recommends the use of registries in such activities while 
preparing the relevant dossier. Attention should be paid to 
the fact that the IMDRF Registry Working Group consid-
ers the above for limited cases, such as use of a medical 
device for a rare disease, or as a simultaneous control in a 
clinical study for initial marketing approval, and cases 
wherein an agreement is reached with relevant regulatory 
authority for additional indications, taking account of local 
circumstances.
　　For the respective factors, the definition of the medi-
cal device registry established in the N33 document could 
serve as a useful reference.
　　5.2.3　Pharmaceutical field
　　In the third ICH conference held in Osaka in Novem-
ber 2016, the FDA proposed the renovation of GCP（i.e., 
modernization of ICH E8 and continuation of revision of 
ICH E6）. In 2017, the ICH headquarters issued a reflec-
tion paper on the GCP renovation on January 12 and con-
ducted a public consultation until March 11.
　　According to a concept paper issued on November 
17, 2019, the revised E6 guidelines（ICH E6［R3］）com-
prises three parts, viz.,“overarching principles”describing 
common principles of any type of clinical studies; and two 
annexes prepared depending on the type of clinical stud-
ies. Study designs such as those of clinical studies incor-
porating pragmatic or decentralized clinical trials are 
included in Annex 2, which provides points to consider 
while conducting clinical studies to enhance generalizabil-
ity, or while using computerized data sources. The scope 
of application of ICH E6（R3）involves interventional 
clinical studies in principle; furthermore, primary studies 
related to registry establishment, which generally use 
observational study methods, are outside the scope. How-
ever, it is necessary to understand GCP renovation to 
ensure data reliability when using patient registry data as 
application data for the marketing approval of drugs, etc.
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Table　1　A list of requirements（modified from IMDRF N4614））

ELEMENTS Legend（XX：Highly Recommended/X：Recommended/□：Optional/NR：Not Recommended）

Initial 
Approval

Broadening
Indication

Post market
study

Postmarket
Surveillance

Development
of OPC/PG

Device
Tracking

Field Safety
Corrective

Governance

Governance structure and process XX XX XX X XX X X

Quality Management System

Legal requirements for data collection/han-
dling

XX XX XX X XX X X

Information on Patient Data Protection（e.g. 
if Exempt from consent, Opt‒out, Opt‒in） XX XX XX X XX X X

Policy on access to data XX XX XX XX XX X X

Essential information available for verifica-
tion by relevant authority（e.g. competent 
authority, notified body）

XX XX XX XX XX XX XX

Data Gathering

Relevant Variables XX XX XX XX X X X

Unambiguous Device Identification（prefera-
bly internationally recognized UDI system） XX XX XX X X X X

Linkability（Registry with other data source）: 

Deterministic XX X X X X X X

Probabilistic NR X X X X X X

Use of Controlled Vocabularies XX XX XX X X X X

Use of nationally/internationally harmo-
nized minimum data model

X X X X X X X

Data Storage

Security Protection against hacking, alter-
ing, deleting or stealing data

XX XX XX XX XX XX XX

Methodologies Leading to Actionable Data

Conduct of analyses across different types of 
analysis frameworks

XX XX XX XX XX X X

Data Interpretation XX XX XX XX XX X X

Transparency/Display/Distribution

Repor t; Key elements and frequency of 
reports

X X X X X

Website and web‒reporting X X X X X X

Note） “With intervention（post‒marketing clinical study）”indicates a post‒marketing clinical study defined by the Pharmaceutical and 
Medical Device Act of Japan or a specific clinical study, etc., conducted within the approved dose and regimen based on the Clinical Tri-
als Act of Japan.“Without intervention（post‒marketing survey）”indicates a use‒results survey defined by the GPSP Ordinance in 
Japan.
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6． Operation/management helping to ensure data reli-
ability in the utilization of patient registry data as 
application data for marketing approval of drugs, etc.

　6.1　 Items concerning patient registry design/opera-
tion（relationship between medical institutions 
and patient registry holders）

　　6.1.1　 Purposes of primary studies related to regis-
try establishment

　　As stated in Section 4, there are various types of reg-
istries in terms of characteristics and purposes. When 
planning to start a primary study related to registry estab-
lishment, it is important to define the purpose of the study, 
identify stakeholders, and clarify their requirements. 
Aside from the registry holder, stakeholders may include 
regulatory authority, applicant, patients, and research 
institutions engaging in data entry.
　　Even if the purpose of the primary study related to 
registry establishment is defined, it should be considered 
that some registries are established, taking into account 
the following types of registry use covered by this pro-
posal, whereas some other registries are established with-
out taking them into account:“use of registr y data as 
external control, etc., in a clinical study to be used for effi-
cacy and/or safety evaluation in application for marketing 
approval, etc.,”“use of registry data as supplement or 
substitution for clinical studies for efficacy and/or safety 
evaluation in application for marketing approval, etc.,”and
“use of registry data for evaluation of drugs or medical 

devices approved with conditions or regenerative medi-
cine products approved with conditions and time‒limit.”
　　Just as a registry is newly established for application 
for marketing approval, it is important to take into account 
the use of a registry for approval application from the 
stage of its designing and, if the purpose of use of the reg-
istry is clearly defined, to have consultations with the 
applicant from the early stage of its development based on 
the purpose of use by reference to“Basic principles on 
utilization of registry for applications”and“Points to con-
sider for ensuring the reliability in utilization of registry 
data for applications”in terms of informed consent obtain-
ment method, requirements for ensuring data reliability, 
patient population for the registry, endpoints, etc.
　　If a registry is established taking into account its use 
for approval application without defining the purpose of its 
use, consent should be obtained concerning the possibili-
ties of secondary use of the registry data by a sponsoring 
company and third par ties’Note 2） access to medical 
records. It is also needed to store history data concerning 
data generation and data deletion/correction with its rea-
sons and the names of persons engaging in such deletion/
correction（audit trail）, manage passwords and persons in 

charge of the data entry, and provide training to persons 
in charge of the data entry（registry user management）. 
These activities can minimize the risk of data fabrication/
falsification and visualize the absence of fabrication, etc., 
and thereby enhance data reliability. Backup recovery pro-
cedures should be established to prevent overwriting with 
old data or deletion of data during data backup. Further-
more, given that a registry study often requires a long 
period of time, it is also necessary to consider the issue of 
study expenses（e.g., how to cope with the costs of the 
study after the period of study funding obtained at the 
start of the study is expired）and the issue of operation
（e.g., breaking tasks into smaller parts and assigning 

them to respective doctors in a medical institution）. The 
above methods are considered to have been taken for 
usual studies. Procedure manuals and records should be 
retained so that whether a company applying for market-
ing approval is suitable for the purpose of use of a registry 
can be judged.
　　If the use of a registry for approval application is not 
considered at the establishment of the registry, the regis-
try holder should provide the applicant with information 
of the purpose of the registry at the time of its establish-
ment, definition of data reliability, ethical considerations, 
etc. In such a case, procedure manuals and records can 
play important roles.
Note 2）:  Third parties indicate monitors, auditors, and 

regulatory authorities etc. See“Points to consider 
for ensuring the reliability in utilization of regis-
try data for applications”issued by the MHLW.

　　6.1.2　Quality control of data
　　This section does not propose additional activities for 
registry studies but aims to deepen understanding by 
clearly describing what has often been performed in many 
registry studies.
　　Monitoring conducted for quality control is classified 
into several types, including on‒site monitoring conducted 
by monitors visiting medical institutions from which data 
are collected and checking the consistency between 
source documents and data, of f‒site monitoring con-
ducted via telephone or FAX without visiting sites, and 
central monitoring conducted using completed registry 
data by checking systematic errors. Monitoring may be 
performed by combining some of these monitoring types, 
and procedures are specified depending on the purposes 
and risks. It should be noted that monitors’ direct access 
to medical records, etc., requires prior consent from rele-
vant subjects.
　　Regarding the quality control of computer systems, 
the necessity of computer system validation（CSV）is 
presented in“Points to consider for ensuring the reliability 
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in utilization of registry data for applications”issued by 
the MHLW. With CSV required for systems used in aca-
demia‒initiated clinical studies in mind, the details of CSV 
should be devised based on the potential risks. A clinical 
trial takes about 1 to 3 years to complete, whereas a regis-
try study can take a much longer time. Even if CSV is con-
ducted at the start of a registry study, the status of the 
computer system may not be maintained throughout the 
study. Therefore, in addition to CSV at the start of the 
study, some sort of quality control should be performed 
for the computer system. It is recommended to discuss 
specific quality control methods and their appropriateness 
during consultations with PMDA（e.g., registry use con-
sultation, registry reliability survey consultation）.
　　Concerning computer system, the following tasks 
should be performed: preparation of system design speci-
fication suitable for the study purpose, conduct of accep-
tance tests before delivery, and checking whether the sys-
tem can run in accordance with the design specification. 
In addition, the following 3 requirements for electronic 
data should be met: 1）accurate and reliable data free from 
fabrication or falsification（authenticity）, 2）readable data
（legibility）, and 3）storage of data for a necessary period
（storability）. As stated in Section 6.1.1, it is important to 

establish the outline of audit trail and procedures for 
backup recovery and to specify methods of operation and 
persons in charge for data storage. Care should be taken 
not to create a situation where the person responsible for 
data control is lost due to transfer of the principal investi-
gator, etc.
　　6.1.3　Quality assurance of registries
　　For the quality assurance of registries, registry hold-
ers should check the implementation structure and 
whether the registry operation, data collection, and han-
dling of data collected are implemented in accordance 
with the pre‒specified procedures depending on the pur-
pose of registr y establishment and quality of data 
obtained; they should also record the results of the check, 
including corrective measures taken as needed. In Japan, 
the term“quality assurance”tends to be associated with 
audit, and the term“audit”tends to be associated with
“audit performed by auditors in a clinical trial.”In the 

field of clinical studies, however, there are no internation-
ally accepted definitions of audit, which is interpreted in 
various ways depending on countries, industries, or orga-
nizations.15） As mentioned earlier, registry studies often 
take a long period of time to complete, whereas study 
funding is limited in many cases. The balance of quality 
and costs should be taken into consideration when devis-
ing the methods of quality assurance.

　　6.1.4　 Rules and operating procedures for primary 
studies related to registry establishment

　　In“Items related to registry design/operation”pre-
pared based on investigation by the CIN‒Hayashi Group, 
a proposal was made by reference to“Points to Consider 
for Ensuring the Reliability of Post‒marketing Database 
Study for Drugs,”16） a notification related to the use of 
medical information database in post‒marketing pharma-
covigilance activities. However, since these proposal and 
notification were prepared with companies’ medical RWD 
management structures in mind, their strict application to 
the use of patient registry data for regulatory approval, 
etc., could be too idealistic to be feasible.17） Nevertheless, 
items that should be pre‒specified in conducting primary 
studies related to registry establishment are well summa-
rized in the above proposal. These rules are not necessar-
ily proposed on the assumption that standard operating 
procedures（SOPs）should be prepared and are considered 
to be replaceable with rules, etc., related to organizations 
and operation/management of registry holders（operating 
rules, etc.）or protocols, monitoring procedures/plans, and 
data management procedures/plans（DMPs）, etc., for 
primary studies related to registry establishment.
　　Therefore, in the present proposal, a comparison 
table with a summary of items to be presented required in
“Items related to registry design/operation”（e.g., proce-
dure manuals that should be prepared by registry hold-
ers）proposed by the Hayashi Group, and example alterna-
tive rules, etc., such as SOPs is provided as an attach-
ment.
　　In the attachment, documents of primar y studies 
related to registry establishment and those of studies 
using registry data are presented separately. The goal of 
the study is not to prepare procedure manuals but to spec-
ify relevant items and follow the procedures for each of 
these items. In other words, it is important to establish 
and maintain an appropriate quality management system
（QMS）and act in accordance with the QMS and thereby 

ensure the reliability of registry data.
　　6.1.5　 Considerations for personal information pro-

tection in primary studies related to registry 
establishment

　　Legal regulations/guidelines to be observed in con-
ducting primary studies related to registry establishment 
vary depending on the purposes, etc., of studies. Accord-
ing to the“Ethical Guidelines for Medical and Biological 
Research Involving Human Subjects,”18） individual partici-
pant/patient data（IPD）are allowed to be provided to third 
parties by opt‒out policies when obtainment of consent 
from study participants is difficult. However, compliance 
with the Act on the Protection of Personal Information is 
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required in cases where the company’s commercial use is 
expected, such as in regulator y approval application. 
Therefore, in order to provide the IPD of study subjects to 
companies, it is necessary to inform study subjects in 
advance of the provision of their data to companies in and 
outside Japan and secondary use of data by these compa-
nies by presenting such information in the patient infor-
mation document and consent form for primary studies 
related to registry establishment as well as to obtain writ-
ten consent from these subjects or their legal representa-
tives（i.e., opt‒in）.
　　However, it is considered acceptable to provide sum-
mary statistics, not IPD, to companies by opt‒out policies 
for the addition of companies’ regulatory use to the pur-
poses of use of registry data.
　　Even if the intended use of a registry is not clear at 
the establishment stage of the registry, it is desirable to 
obtain consent from subjects in terms of the possibilities 
of the commercial use, provision to third parties, and pro-
vision to foreign entities of IPD on the assumption that 
IPD may be used for approval application, etc.
　　Concerning ethical considerations when using IPD as 
approval application data while consent of subjects has not 
been obtained for the commercial use or provision to third 
parties of IPD,“Basic Concept of Ethical Norms Related to 
Commercial Use of Patient Registry Data”19） can be con-
sulted for reference.
　　6.1.6　 Costs of primary studies related to registry 

establishment and burden of expenses
　　Public funds can often be used for planning and 
short‒term operation/management of primary studies 
related to registry establishment; however, given that 
most registries are held for a long period of time, the bur-
den of expenses for operation/management can be a sig-
nificant issue. If funding from a company who uses regis-
try data is desired, it is necessary to understand regis-
tered data and quality level required by the company and 
take measures accordingly from the early stage of registry 
establishment. The relationship between quality and costs 
for operation/management is of trade‒off. Care should be 
taken to set an optimal quality level taking into account the 
goal of the primary study related to registry establish-
ment and an estimated period of time to maintain the reg-
istry. If funding from a company is expected, funding‒
related policies should be specified and published in 
advance to ensure the transparency of registry manage-
ment.“Study of Burden of Expenses for Use of Disease 
Registration System”20） can also be consulted for refer-
ence.

　6.2　 Matters required to determine that the reliability 
of information presented in application data/
documents is ensured at a sufficient level in light 
of its intended use（relationship between the 
patient registry holder and the applicant）

　　6.2.1　 Protocols of studies using registry data, con-
sent, and opt‒out

　　Studies using registr y data are database studies 
based on secondary use of existing registry data in princi-
ple.
　　The pharmaceutical regulations applicable to these 
studies using registry data, similarly to primary studies 
related to registry establishment, are the“Ethical Guide-
lines for Medical and Biological Research Involving 
Human Subjects.”Because, these guidelines are adminis-
trative, not legal regulations, the studies are within the 
scope of the Act on the Protection of Personal Informa-
tion.
　　From the ethical point of view, in order to provide 
companies with IPD, it is ideal to clarify the possibilities of 
provision of patient data to companies in and outside 
Japan, secondary use of data by these companies, and pro-
vision of data to third par ties in study protocols and 
patient information documents/consent forms for primary 
studies related to registry establishment as well as to 
obtain written consent from study subjects or their legal 
representatives in advance（i.e., opt‒in）. It is also desirable 
to prepare new protocols and information disclosure docu-
ments of studies using registry data, apply to the ethical 
review board for prior review/approval, and provide an 
opportunity of agreement/refusal of information disclo-
sure（i.e., opt‒out）before using data.
　　In cases where a study is performed as a collabora-
tive study by researchers belonging to an academic soci-
ety and a company and summary statistics are only used 
as analysis results for the regulatory purpose, the use of 
data is considered to be acceptable without consent for the 
company’s secondary use or provision to third parties 
with opt‒in policies.
　　Concerning ethical considerations and personal infor-
mation protection related to database studies using exist-
ing samples/information, a separate study is currently 
underway. The results of that study will be referred.
　　6.2.2　 Data management procedures/plans for 

studies using registry data
　　In studies using registry data, registry data‒related 
procedures, such as data cleaning, coding of previous/
concurrent diseases, adverse events, and prior/concomi-
tant drugs and preparation of datasets for analyses, are 
generated at the time of secondary use of existing registry 
data. These activities are specified in data management 
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procedures and data management plans prepared in stud-
ies using registry data.
　　6.2.3　 Procedures/plans for ensuring data reliabil-

ity of studies using registry data  
（e.g., monitoring procedures/plans）

　　In studies using registr y data, the measures to 
ensure reliability of registry data include determination of 
data items to collect and unification of methods to collect 
data as well as on‒site and central monitoring based on 
potential risks.
　　Meanwhile, also in studies using registry data, activi-
ties such as preparation of protocols and informed con-
sent‒related documents（including opt‒out cases with 
written re‒consent and guarantee of provision of an 
opportunity of agreeing or refusing information disclo-
sure）, activities to ensure the reliability of registry data 
including data management and monitoring, statistical 
analyses, and preparation of study reports are conducted. 
With the objective check and the assurance for the appro-
priate conduct of these activities by third parties, the con-
duct of audits may be considered according to the pur-
poses of use of the registry data. The following 2 types of 
audits are likely to be conducted: 1）system audits to 
check the organization structures of registry holders and 
various procedures and the status of compliance with pro-
tocols and various procedures for primary studies related 
to registry establishment; 2）audits of individual research 
institutions to check the study implementation statuses 
and data reliability at research institutions serving as 
information sources of registry data in the context of the 
organizational structures and management statuses of 
registry holders. The details are specified in audit proce-
dures/plans of studies using registry data and primary 
studies related to registry establishment.
　　Furthermore, there may be some cases where on‒
site inspection by the registry holder or on‒site monitor-
ing of the research institution via the registry holder are 
required. On‒site monitoring via the registry holder is 
specified in the monitoring procedures and monitoring 
plans of studies using registry data.
　　6.2.4　 Statistical analysis procedures/plans of stud-

ies using registry data
　　In studies using registr y data, statistical analysis 
activities such as specification of statistical analysis items 
and analysis methods, designing of analysis programs, 
and finalization of analysis datasets are performed. These 
activities are specified in the statistical analysis proce-
dures and statistical analysis plans of studies using regis-
try data.
　　6.2.5　Study reports of studies using registry data
　　In studies using registry data, study reports are pre-

pared based on the results of the statistical analyses con-
ducted on the basis of protocols and statistical analysis 
plans of such studies as well as registry data.
　　In cases where a study is performed as a collabora-
tive study by researchers belonging to an academic soci-
ety and a company and summary statistics are used as 
analysis results, the documents to be used for regulatory 
purposes such as documents for approval application and 
re‒examination/use results assessments are prepared 
based on the report of this study.

　6.3　 Matters required to determine that the reliability 
of information presented in application data/
documents is ensured at a sufficient level in light 
of its intended use（relationship of the applicant 
to the application data/documents）

　　6.3.1　 Standards of reliability of application data
　　Article 14, paragraph（3）of the Pharmaceutical and 
Medical Device Act, specifies that application data submit-
ted for manufacturing/marketing approval application for 
drugs, etc.,“must be collected and prepared according to 
the standards specified in the MHLW Ordinance,”and 
paragraph（6）of the same article specifies that“a docu-
ment‒based or on‒site investigation is to be provided in 
order to examine whether or not the document complies 
with the standards”as well as Article 43 in the Enforce-
ment Regulations of the Pharmaceutical and Medical 
Device Act specified the standards of reliability. This sec-
tion addresses points for discussion relating to the docu-
ment‒based investigation（document‒based compliance 
assessment）and on‒site investigation（on‒site GCP 
inspection）. The standards are defined as follows in the 
Article 43 of the Regulation for Enforcement of the Act on 
Securing Quality, Efficacy and Safety of Products Includ-
ing Pharmaceuticals and Medical Devices.

Article 43　Data provided in the second sentence of 
Article 14, paragraph（3）of the Act（including as 
applied mutatis mutandis pursuant to paragraph（9）
of the same Article）must be collected and prepared 
via the following means beyond those specified by 
the Ministerial Order on Standards for Non‒Clini-
cal Studies Concerning Safety of Pharmaceuticals
（Order of the Ministry of Health and Welfare No.　

21 of 1997）and the Ministerial Order on Standards 
for Clinical Studies of Pharmaceuticals（Order of 
the Ministr y of Health and Welfare No.　28 of 
1997）:

　（ⅰ） the data is cor rectly prepared based on 
results of the investigation or the test con-
ducted for the purpose of preparing the data;
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　（ⅱ） if results of the investigation or the test in the 
preceding item cast a doubt on whether phar-
maceuticals and medical devices pertaining 
to an application have sufficient quality, effi-
cacy, or safety for the application, results of 
the investigation and the test are reviewed 
and evaluated and the results are described 
in the data;

　（ⅲ） data on which the data is based is preserved 
un t i l the da te o f d i spos i t i on when the 
approval prescribed in the provisions of Arti-
cle 14 of the Act is provided or not provided. 
provided, however, that this does not apply to 
the case where it is recognized that the 
nature of the data makes it extremely difficult 
to preserve;

　　In other words, generally, the reliability from source 
documents to application data is confirmed through docu-
ment‒based compliance assessment and on‒site GCP 
inspection from the above viewpoints. Usually, document‒
based compliance assessment confirms whether applica-
tion data（clinical study report）is appropriately prepared 
from records retained by the sponsor（case report forms, 
etc.）. In addition to that, on‒site GCP inspection is con-
ducted on the sponsor and study sites.
　　Checklists and management sheets have been pro-
vided for these actions, and changes in the R & D environ-
ment have been responded to by revision of notification 
and issuance of new notification. Especially, the concept of 
confirmation through“EDC management sheets”, and the 
concept of on‒site GCP inspection such as“the status of 
management of the study site may be intensively investi-
gated for persons requesting or conducting a clinical trial, 
and based on the results, the necessity of visit investiga-
tion to the study site may be determined”21） can be a start-
ing point when considering methods for ensuring reliabil-
ity for utilizing patient registries and RWD to be consid-
ered in the future, as described later, although it is diffi-
cult to utilize them as they are without modification.. In 
the near future, it appears to be beneficial to utilize materi-
als such as EDC management sheets originally prepared 
for clinical trials, ultimately reaching a consensus among 
registry holders, regulatory authorities, and applicants.
　　For the utilization of patient registries and other 
RWD sources, unlike with clinical trials, on‒site inspec-
tion of the medical institution generating data is not easy 
or, in some cases, impossible. In light of the actual situa-
tion of utilizing such data source other than clinical trials, 
the adoption of a framework of document‒based compli-
ance assessment, and on‒site GCP inspection that PMDA 

conducts for usual clinical trials, i.e.“the status of manage-
ment of the study site may be intensively investigated for 
persons requesting or conducting a clinical trial,”may be 
beneficial. Regarding such approach, by presenting spe-
cific examples of“the status of management of the study 
site”and categorizing criteria for requiring the implemen-
tation of intensive investigation, it may also be necessary 
to organize points to consider for adopting these suitably 
for the situation to utilize patient registries and other 
RWD sources. Actually, the notification“Points to consider 
for ensuring the reliability in utilization of registry data for 
applications”does not state that it is essential for a third 
party to view source documents but only states“If there is 
a possibility［...］will access source documents, etc.”Con-
ditional approach also used in clinical trials as described 
above is likely to be applied. However, whether or not this 
principle is adopted is officially uncertain at present, and 
therefore, it is necessar y to confirm the rationale for 
methods which ensure reliability by the approach as 
described above in advance in consultation with the 
PMDA.
　　“Points to consider for ensuring the reliability in utili-
zation of registry data for applications”presents the com-
pliance matters for applicants utilizing registr y data, 
points to consider for the registry utilized as application 
data/documents for marketing approval, etc. An applicant 
will consider whether or not each of these matters can be 
addressed. However, as mentioned in the notification, an 
applicant is not required to ensure all the matters in a uni-
fied manner. In addition, when the registr y holder’s 
actions for the matters covered are confirmed, it is not 
necessary to prepare SOPs and documents for each mat-
ter. The essential requirement is considered that it can be 
confirmed, by the third party, that the registry is operated 
and managed transparently which allows confirmation of 
these items. Therefore, as presented in the attachment of 
this document, if the situation can be confirmed based on 
the description in the registry holder’s organizational reg-
ulations, research protocol, etc., there is not much need to 
additionally require the creation of just formally prepared 
SOPs and related documents.
　　Regarding the confirmation for situation of registries, 
registry holders are not always familiar with the proce-
dures for regulatory approval applications, and due to the 
variety of forms, registries are not always standardized in 
terms of matters that are relatively standardized in clinical 
trials, including the structure of related documents, proce-
dures, and terms. Registries have many parts that are not 
suitable for standardization in nature. Therefore, it may be 
difficult to grasp the actual situation of registries just by 
formally asking the applicability of each item listed in the 
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PMDA points to consider document. For example, if there 
is a fact that the data registered in the registry is periodi-
cally aggregated and reviewed among the parties con-
cerned, it is one of the actions for“data quality control”in 
the PMDA points to consider document depending on the 
purpose of utilization. That is, there may be room for utili-
zation even of registries that seem superficially impossible 
to utilize for regulatory purposes by obtaining information 
on operation and management of the registry and organiz-
ing the correspondence between the matters listed in the 
PMDA points to consider document and the actual situa-
tion. The attachment of this document will be useful for 
that consideration. This also leads to the expansion of the 
target of potentially available registries. Of course, con-
cerning this point, when the registry holder also consid-
ers the utilization for regulatory purposes of their data, 
mutual communication is beneficial. That is because coop-
eration with the pharmaceutical company can be smooth 
by considering in advance whether the actual situation of 
various operation and management is consistent with the 

matters listed in the PMDA points to consider document.
　　6.3.2　Regulatory grade
　　Regarding the utilization of patient registries for regu-
latory approval application, the diseases targeted for dis-
cussion in this document were limited to rare diseases
（rare cancers, rare intractable neurologic diseases, pediat-

ric diseases, etc.）, in which conventional RCTs（random-
ized controlled trials）are difficult to be conducted. There-
fore, we start the discussion of the concepts such as“fit‒
for‒purpose”and“regulatory grade”by looking back at 
the discussion of a general application package structure 
without patient registries in the field of these diseases.
　　“Points to be considered by the review staff involved 
in the evaluation process of new drug”（Figure 2）, which 
was issued by PMDA in 2008 as part of disclosure of the 
Good Review Practice, states that perfection is not neces-
sarily required in terms of reliability assurance. For exam-
ple, it has been clarified that even if the application mate-
rial meets the condition“Recognized violations are crucial 
and difficult to amend,”if it is“considerations are possi-
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ble”for some reason, it will be regarded as“approval or 
non‒approval should be judged considering with the seri-
ousness of the disease, availability of alternative therapy, 
and other points,”and the judgment can be made flexibly.
　　Of course, when utilizing patient registries, it is outra-
geous claim that the utilization of data should be pro-
moted unconditionally even for the data reliability is not 
ensured. However, in a situation where it is clearly stated 
that even GCP violations in some part of the dataset that 
are difficult to amend may be acceptable in some cases, it 
is unreasonable to determine that the registry is ineligible 
for regulatory use just because the data quality control 
status/registry quality assurance status is not equivalent 
in those in clinical trials. Actually, the PMDA points to 
consider document does not require the registries, etc., to 
be equivalent to that in clinical trials.
　　On the other hand, if complete data without any 
drawbacks are not assumed, confusion may occur as to 
what the basis is for determining that quality is sufficient. 
In the utilization of patient registries and RWD, the 
expression of regulatory grade is used, but it is really not 
defined specifically even if these above are not perfect.
　　We would like to mention two points as a proposal to 
discuss what regulatory grade is:（1）The details of data 
quality control, quality assurance for registry, etc., can be 
confirmed from the outside or third party, and（2）it can 
be inferred with some probability that the conclusion of 
regulatory approval decision is within the range that does 
not distort significantly even if these above are not per-
fect.

　　The former can be interpreted as what lies behind the 
requirements throughout the PMDA points to consider 
document. In other words, the checking of procedures 
and records can be interpreted as not asking for the exis-
tence of procedures and records themselves but asking 
for the situation to be recognizable from the outside or the 
third party through them. The latter is a point for discus-
sion that can be inferred from the PMDA points to con-
sider document for reviewers described above.
　　One of the issues to be considered in（1）is how to 
implement monitoring. Predetermined monitoring 
method（Figure 3）, which is implemented in some of the 
registries established as part of the CIN Project, can be 
considered as one of the standard methods, assuming the 
utilization of registries for regulatory purposes in Japan. 
On the other hand, as mentioned even in the PMDA 
points to consider document related to reliability, the reg-
istries supposed to be utilized are not always those that 
can be predetermined. An alternative in such cases can be 
an adaptable monitoring approach（the idea of performing 
add‒on monitoring separately in addition to routine moni-
toring when a plan of utilization for regulatory purposes is 
proposed）, in which monitoring is added at the start of the 
utilization project. If such frameworks may be acceptable, 
it is expected that the possibility of utilization of patient 
registries, RWD, etc., for which the purpose of utilization 
is not determined in advance, may increase. This supports 
the development of treatment in the field of rare diseases 
for which conventional development of drugs, etc., is diffi-
cult（i.e., diseases targeted in this document）. In terms of 

Jpn Pharmacol Ther（薬理と治療）vol. 50　suppl. 2　2022

YC50S207 下念.indd　2022 年 12 月 15 日 午後 6 時 02 分

13

Figure 3　Pre‒determined monitoring



s142

funding, the cost burden after the possibility of utilization 
arises makes it easy to maintain the beneficiary pays prin-
ciple and can be one of the means for establishing the 
ecosystem of a multipurpose registry.
　　Regarding adaptable monitoring（Figure 4）, there 
are some cases where the PMDA’s view presented no 
objection at the drugs registry utilization consultation. 
However, requirements for add‒on monitoring may 
change depending on the intended use, and therefore, it is 
required to consider specific methods that can ensure the 
quality of data. The PMDA also added a comment that at 
the start of monitoring using this method, the applicant 
should discuss the methodology with the PMDA again by 
presenting the specific method of add‒on monitoring.
　　If add‒on monitoring is implemented after the analy-
sis result for the purpose of utilization is obtained, some 
doubt would be thrown on the validity of the final analysis 
result obtained after that. It should be noted that add‒on 
monitoring is assumed to be implemented before the 
analysis of the primary endpoint related to the purpose of 
utilization.
　　Even when monitoring is performed, its method and 
points to be focused must be different from those in clini-
cal trials. Possible alternative approaches include omitting 
some methods of data quality management in clinical tri-
als or increasing the weight of central monitoring. For 
patient registries or RWD derived from various data 

sources to be considered in the future, in light of the 
actual status that the data collection method is different 
from that used in clinical trials, there may be room to con-
sider the methods of data quality management from a per-
spective different from that for the methods of data quality 
management used in clinical trials.
　　One possibility is to consider adopting a methodology 
of focusing on performance/characteristic evaluation of 
persons who enter the data or perform the data entry/
capture process（e.g., algorithm‒based e‒phenotyping）
rather than focusing on confirming the consistency of data 
on the DB with source documents. For example, one pos-
sible method may be evaluation of the degree of coinci-
dence when a person who enters the data enters the same 
data multiple times and the degree of coincidence when 
multiple persons who enter the data enter the same data, 
by using some data or based on work log, etc.（Some 
cases of such an approach have been reported as efforts 
by overseas companies）.
　　What is evaluated above is different from the degree 
of coincidence of data on the DB with source documents. 
However, unlike clinical trials, in patient registries and 
other RWD, when entering data on the DB, it is unlikely 
that the same information is recorded in char ts, etc., 
assuming SDV to be implemented later, and therefore, it is 
not uncommon to have to change the SDV principle itself. 
Given this, the“accuracy”measure of the data should be 
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reconsidered. This is expected to be a point for discussion 
that may become an issue in the process of considering 
how PMDA will specifically confirm the source docu-
ments in the future. At this time, no specific procedure 
that may be justified has been established, but if the 
PMDA’s case studies is published externally with catego-
rization of examples, there may be room for industry and 
academia to consider methods of data quality manage-
ment accordingly, and therefore, active information disclo-
sure is expected.
　　One of the issues to be considered in（2）is how to 
evaluate that the conclusion of regulatory approval deci-
sion is not significantly distorted. PMDA’s view regarding 
this is expected to be presented, but as one assumption, it 
can be one of the considerations that the type Ⅰ error 
does not significantly increase. If the data quality is so low 
that systematic errors cannot be overlooked, using such 
data as an external control for a single‒arm clinical trial 
will induce the bias of the therapeutic effect of the drug; 
as a result, an ineffective drug may be mistakenly deter-
mined to be effective. Of note, this may also be caused by 
the difference in the definition of endpoint. For example, 
in the case of progression‒free survival（a time‒to‒event 
endpoint, where an event is defined as disease progres-
sion or death）, which is commonly used in the oncology 
field, within the framework of clinical trials, disease pro-
gressions are cases where only radiographic progression 
by CT, etc., is an event as well as cases where radio-
graphic progression or clinical progression is an event. If 
the definition is different between a single‒group clinical 
trial and a registry, there may be cases where the thera-
peutic effect cannot be estimated appropriately.
　　However, even if there is a systematic error, when it 
is uniformly included in the data in the same registry, the 
effect of bias may be small in comparison between groups 
in the same registry, which is one of the utilization meth-
ods mentioned in the PMDA’s document on registry utili-
zation.
　　In other words, the“characteristics”of data, which is 
a non‒negligible issue related to quality in one utilization 
case, may be negligible“characteristics”in another utiliza-
tion case. This point differs from the cases of clinical trials 
in that the purpose or analysis methods are predeter-
mined, and this is one of the reasons for the difficulty in 
predetermining monitoring, etc., for ensuring the data 
quality at the stage when the use purpose, method, and 
proposed statistical methods are not determined in 
advance in the registr y used for secondar y purposes. 
However, this issue may be addressed using the adaptable 
monitoring described above.
　　After thoroughly examining these issues, the final 

quality management system will be appropriately con-
structed, and quality acceptance limits will be appropri-
ately established. However, regarding the issues including 
the concept of quality management system that was 
explicitly introduced in ICH E6（R2）, and quality accep-
tance limits, discussion is still far from a clear policy and 
established consensus even in the area of clinical trials. 
Based on such situation in clinical trials, it is currently dif-
ficult to hold similar discussion assuming the utilization of 
patient registry. As mentioned above, the reliability assur-
ance of utilization of a registry for regulatory purposes 
was discussed, although limited to the main issues.
　　While the above discussion may give the impression 
of denying the quality management system that has been 
built up in clinical trials, this document does not argue that 
quality assurance is not required. As a major basis of dis-
cussion, if data is utilized for regulatory purposes, it goes 
without saying that it is necessary to assure a certain level 
of quality considering the magnitude of the impact. How-
ever, proportionality is important in such action as dis-
cussed in the ICH GCP renovation. In addition, a solution 
is being considered based on the fact that the problem 
originally arises due to the difficulty of development based 
on usual multiple full‒package clinical trials and clinical 
trials that fully meet the external design requirements, at 
least in terms of utilization for the purposes of this docu-
ment. In this situation, it cannot be concluded that the 
same response as the clinical trial is required. Regarding 
this point, although the reason is not specified, there are 
some statements in MHLW“Points to consider for ensur-
ing the reliability in utilization of registry data for applica-
tions”that it does not necessarily require that monitoring 
be carried out in the same way as in clinical trials. For 
example, taking into account conditional expressions such 
as“when monitoring is car ried out by the registr y 
holder,”suggesting that the regulatory authority shows a 
certain understanding the difference between clinical tri-
als conducted by the company.
　　Therefore, as a conclusion at this point, it is possible 
to judge that the recognition that“the same process/same
（resulting）data quality as the clinical trial should be 

sought”is not appropriate, even if data such as patient 
registry is included in the evaluation data as a control 
group for clinical trials in the new drug application.
　　On the other hand, regarding what level is required, 
industr y‒government‒academia discussion has not 
reached a conclusion yet. Previous cases of utilization may 
need to be categorized, including examination of excep-
tion cases and others（including cases of utilizing data not 
called RWD）in terms of the following points:
　・ Patient registry data（including those in the previous 
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cases, not specified as patient registry, etc., but utiliz-
ing data other than clinical trials）, clinical study 
report containing evidence derived from those data.

　・ Whether or not there are cases in which the clinical 
trial is being receiving a document‒based compliance 
assessment as a pivotal study in application data.

　・ Whether or not there are cases in which patients 
derived from a patient registry included in the clinical 
study report of the clinical trial are under investiga-
tion.

　　With future progress of utilization of patient regis-
tries, accumulating and categorizing information, and 
transmitting information from the PMDA, the predictabil-
ity at the early stage of research and development is 
expected to be improved in the future, although patient 
registry aspects and utilization purposes/methods are var-
ied.
　　6.3.3　 Significance of PMDA consultation system 

related to registries
　　The PMDA or MHLW presented the basic principles 
required for the utilization of patient registry, greatly 
advancing improvement in environment for the utilization 
of patient registries in Japan. However, there are still not 
many cases. The utilization of patient registries for the 
development of drugs etc., especially the utilization of 
those containing data and/or evidence in application data, 
may not be actively addressed due to a notion that the 
development risk is high.
　　Although the basic principles were presented, it is 
inevitable to make judgments based on individuality due to 
the great variety of registries. Therefore, it is currently 
important both for industry and academia to utilize the 
consultation system related to registries provided by the 
PMDA. On the other hand, the hurdles are high especially 
for academia, and if the possibility of utilization of the reg-
istry cannot be estimated at an early stage of planning of 
the company’s development strategy, it may be difficult to 
start the project, and therefore, it is desirable to operate 
the system so that consultations can be received more 
flexibly. However, regarding this point, the PMDA has 
proposed an operation to lower the hurdle of preparatory 
consultation, and it is considered that starting discussions 
under such a framework is a possible option at this time. 
In the future, in addition to that, as one countermeasure, it 
is expected that while considering the confidentiality of 
individual cases, cases in the PMDA’s review and reliabil-
ity investigation will be categorized and presented as 
external examples. In particular, for cases that have not 
been approved, industry and academia cannot analyze 
such cases, and therefore, it is strongly required for the 
PMDA to categorize the cases and present issues in a way 

that avoids the identification of a company and in a way 
that protects corporate secrets. In light of the fact that, in 
Europe, the review details when the conclusion is not 
approvable are published with the drug name and that, 
also in the US, similar cases, which are discussed in the 
advisory committee, are published with the drug name, 
there may be room for exploring categorization and infor-
mation disclosure in a form in which individual cases can-
not be specified.
　　If the issues assumed at registry consultation are cat-
egorized, it is more likely that the registry holder or the 
applicant can utilize the consultation for registry with the 
PMDA more rationally and effectively. It also facilitates to 
consider the quality control method of data and the quality 
assurance method of the registr y in advance. It is 
expected that discussions at consultation can be more 
intensive, leading to ef ficient clinical development and 
facilitating the development of drugs, etc. In addition to 
the above, we would like to point out that there are some 
cases where the actions taken by the academia to achieve 
the research purpose meet the PMDA requirements, but it 
is not noticed. For example, if reports, etc., summarizing 
the data registration status are published regularly, it may 
play a role in data quality control. Therefore, if it is possi-
ble to coordinate views for determining whether or not 
there is an action that substantially meets the PMDA 
requirements by interviewing the operation and manage-
ment status of the registry, rather than formally inquiring 
from the applicant whether or not to comply with the 
PMDA requirements, patient registries that were recog-
nized as unavailable could be utilized. On the contrary, for 
registry holders, there is room to appeal to companies 
that they can utilize registry for regulatory purposes by 
carefully reviewing the operation and management status 
from the perspective of regulatory purposes, not adding a 
new approach, or not creating new SOPs, etc. In addition, 
a company’s efforts to reduce investigation costs may pro-
mote the development projects, etc., for drugs, etc., 
required in clinical practice in the long run.
　　Methods for ensuring the reliability of the data in 
clinical trials/studies have been sophisticated since the 
enactment of ICH‒GCP. Accordingly, the division of work 
based on standardization and specialization has pro-
gressed, and the concepts of“risk‒based monitoring”and
“quality by design”have become widely recognized, lead-

ing to improved quality and making project progress man-
agement relatively easy. However, with the exception of 
company‒sponsored registries supposing utilization for 
particular regulatory purposes, in most cases, it is not 
easy to introduce the concept of quality by design from the 
time the registry is launched in order to utilize the patient 
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registry and RWD. In addition, because of the difficulty of 
standardization due to the diversity of purposes, each proj-
ect will require coordination of recognition of the current 
situation and value standard for judgment between 
experts/between industry‒government‒academia stake-
holders. While this can be a factor that hinders the utiliza-
tion of patient registries, it can also be a factor that sup-
ports development projects for drugs, etc., that were once 
difficult if coordinating views leads to the possibility of uti-
lization of patient registries, etc., that have not been con-
sidered to formally meet the requirements. The cost of 
coordination is currently high, but in the future, efforts 
will be made to generalize the experience of the PMDA, 
and the cost required for coordination should be reduced 
by accumulating cases of industry, government, and aca-
demia.
　　The PMDA’s consultation system and categorization 
of points for discussion and information transmission can 
be a catalyst for such industry‒academia activities, and 
more activities are expected from the perspective of regu-
latory science in the future.

　6.4　Other points to consider
　　6.4.1　 Securing the transparency of research funds 

and management of conflict of interest
　　It is widely known that the Clinical Trials Act22） was 
enforced on April 1, 2018 as a consequence of misconduct 
by certain companies.
　　The significance of the management of conflict of 
interest（COI）has been notified to relevant organizations 
and institutions via“Management of conflict of interest in 
clinical trials under the clinical trials act”23） to ensure that 
any COI is managed based on this notification.
　　In the annex of the above notification, i.e.,“Guidance 
for conflict of interest management under the Clinical Tri-
als Act”（partially revised on November 30, 2018）, COI is 
defined as“any circumstance where a third party could 
have concerns about a risk that fair and appropriate judg-
ment in a study could be affected by the involvement of a 
company or a financially profitable relationship between a 
company involved in the study and the researchers.”
According to the guidance, such concerns are not about 
the involvement of the company or the presence of a finan-
cially profitable relationship but about a possibility that the 
presence of such potential benefits could negatively influ-
ence the reliability of the study, and that the study sub-
jects could have inadequate protection. Securing a certain 
amount of funds is necessary to appropriately conduct a 
clinical study; moreover, researchers can receive financial 
support from a company. According to the guidance, a 
COI does not indicate the“fact”that a study is actually 

under undue influence arising out of personal interests 
but the“appearance”that the study appears to outsiders 
to be under undue influence. In other words, the primary 
aim of COI management is for researchers to appropri-
ately manage a potential COI and achieve social account-
ability, and thereby earn the trust of subjects and the pub-
lic for clinical studies.
　　In activities related to the use of registry data under 
the pharmaceutical regulatory system, it is essential to 
ensure collaboration between academia and industr y, 
secure transparency of research funds including expenses 
for the operation/management of primary studies related 
to registry establishment and use of registry data, and 
manage COI appropriately.
　　6.4.2　 Coordination of consortium activities and 

stakeholder management
　　For registry holders, long‒term maintenance or con-
tinuation of patient registries is challenging. To address 
this, the following schemes are considered: 1）A consor-
tium is formed by multiple companies, which contribute to 
research funding for the operation/management of pri-
mary studies related to registry establishment; and 2）A 
company that actively works on the research and develop-
ment of therapeutic drugs for rare diseases（e.g., rare 
cancers, rare intractable neurologic diseases, pediatric 
diseases）proposes and solely contributes to research 
funding for the operation/management of primary studies 
related to registry establishment.
　　Meanwhile, for providing new treatments to patients 
and their families, opportunities to use registry data under 
the pharmaceutical regulator y system should also be 
guaranteed for companies not participating in consor-
tiums, etc., or not contributing to research funding for the 
establishment, operation, and management of registries.
　　Given that the beneficiary‒pays principle is applied to 
the use of registry data under the pharmaceutical regula-
tory system as a rule, there seems to be no significant 
problem if expenses for registry use are borne by the 
company. However, based on fairness and transparency, 
the registr y holder should pay adequate attention to 
researchers providing data for the registry or the com-
pany contributing to research funding. Creating systems 
to minimize conflicts among stakeholders and to work on 
stakeholder management is also important. For example, 
exclusive rights to use registry data can be given for a cer-
tain period to researchers providing data for registr y 
establishment or companies contributing to research 
funding; thereafter, data can be shared by restricted publi-
cation; or companies planning to newly use registry data 
under the pharmaceutical regulatory system are asked to 
pay an appropriate portion of research expenses needed 

Jpn Pharmacol Ther（薬理と治療）vol. 50　suppl. 2　2022

YC50S207 責.indd　2022 年 12 月 12 日 午前 10 時 07 分

17



s146

for registry operation/management.

7．Summary
　　This is a document for registry holders and investiga-
tors of primary studies related to registry establishment, 
primarily considering rare diseases（rare cancers, rare 
intractable neurologic diseases, pediatric diseases, etc.）, 
wherein conducting conventional RCTs is challenging. It 
describes the points to consider for the operation and 
management, so as to ensure data reliability while utilizing 
registry data under the Pharmaceutical Affairs system, 
especially the utilization of registry data: 1）as an external 
control of clinical studies for efficacy and/or safety evalua-
tion in applications; 2）to complement or substitute clinical 
studies for efficacy and/or safety evaluation in applica-
tions; and 3）in the evaluation of drugs and medical 
devices with conditional approval and of regenerative 
medicine products with conditional and time‒limited 
approval.
　　Assurance of data quality and reliability of patient 
registry, and considerations for the protection of personal 
information require a high level of consciousness and 
understanding of registry holders and principal investiga-
tors, investigators, sub‒investigators, collaborators of pri-
mary studies related to registry establishment, health 
professionals such as physicians at medical institutions 
generating data; companies that undertake research/
development and manufacturing/marketing of drugs, etc.; 
and patients and their family members. To promote fur-
ther utilization of registry data under the Pharmaceutical 
Affairs system in the future, it is essential to make efforts, 
in Japan as a whole, and to gain experience and know‒
how in many examples.
　　There have been movements such as ICH’s future 
promotion of GCP renovation and the PMDA’s develop-
mental reorganization of the CIN‒working group and the 
RWD working group, as well as the utilization of registry 
data as well as medical RWD/RWE under the Pharmaceu-
tical Affairs system, such as databases based on clinical 
information collected from electronic medical records, 
ePRO, and wearable devices. However, their basic princi-
ples and points to consider for ensuring reliability, etc., 
can be conducted based on a discussion of patient regis-
tries.
　　The clinical trials conducted in Japan are of high 
quality due to the uniformity of the evaluation criteria, and 
the existence of few violations of selection/exclusion crite-
ria, regular visits of subjects, certainty of follow‒up, and 
data accuracy. These are similar in primary studies related 
to registry establishment. Creating a mechanism to gener-
ate registry data by utilizing such strengths could trigger 

the practical use of new medical technologies such as 
drugs in Japan and suitable post‒marketing pharmacovigi-
lance, especially in the field of rare diseases wherein con-
ventional RCTs cannot be conducted.

References

 1） Oi H. and Nakamura H. The advance of utilizing real world data 
under pharmaceutical regulator y schemes regarding the 
approval review and post‒marketing safety assessment. Japa-
nese Journal of Pharmacoepidemiology 2019; 24（1）: 2‒10. Doi: 
https://doi.org/10.3820/jjpe.24.2.

 2） The International Council for Harmonisation of Technical 
Requirements for Pharmaceuticals for Human Use（ICH）. ICH 
reflection on“GCP renovation”: Modernization of ICH E8 and 
subsequent renovation of ICH E6, January 2017. 

  URL: https://www.ich.org/products/gcp-renovation.html
 3） U.　S. Food and Drug Administration. 21st Century Cures Act. 

U R L : h t t p s :/ / w w w. f d a . g o v / r e g u l a t o r y i n f o r m a t i o n /
lawsenforcedbyfda/significantamendmentstothefdcact/21stcent
urycuresact/default.htm

 4） Nakamura H. and Takeda S. Clinical innovation network. The 
Journal of Orthopedics & Traumatology 2018; 61（4）: 419‒24.

 5） Director of the Pharmaceutical Evaluation Division, Pharmaceu-
tical Safety and Environmental Health Bureau, Ministr y of 
Health, Labour and Welfare. Implementation of conditional 
accelerated approval system for pharmaceuticals, PSEHB/PED 
Notification No.　1020‒1. October 20, 2017.

 6） Pharmaceuticals and Medical Devices Agency. Medical Informa-
tion Database Network（MID‒NET）. 

  URL: https://www.pmda.go.jp/safety/mid-net/0001.html
 7） Ministry of Health, Labour and Welfare. Ordinance related to 

standards for conducting post‒marketing surveys and studies 
on drugs. MHLW Ordinance No.　116. October 26, 2017.

 8） Director of the Pharmaceutical Evaluation Division, Pharmaceu-
tical Safety and Environmental Health Bureau, Ministr y of 
Health, Labour and Welfare; and Director of the Medical Device 
Evaluation Division, Pharmaceutical Safety and Environmental 
Health Bureau, Ministry of Health, Labour and Welfare. Basic 
principles on utilization of registry for applications. PSEHB/
PED Notification No.　0323‒1/PSEHB/MDED Notification No.　
0323‒1. March 23, 2021.

 9） Director of the Pharmaceutical Evaluation Division, Pharmaceu-
tical Safety and Environmental Health Bureau, Ministr y of 
Health, Labour and Welfare; and Director of the Medical Device 
Evaluation Division, Pharmaceutical Safety and Environmental 
Health Bureau, Ministry of Health, Labour and Welfare. Points 
to consider for ensuring the reliability in utilization of registry 
data for applications. PSEHB/PED Notification No.　0323‒2/
PSEHB/MDED Notification No.　0323‒2. March 23, 2021.

 10） Establishment of registry information hub for the acceleration 
and promotion of CIN concept. Handbook on the establishment 
and operation of registries version 1.0. 2019. 

  URL: https://cinc.ncgm.go.jp/?page_id=198
 11） Agency for Healthcare Research and Quality. Registries for eval-

uating patient outcomes: A user’s guide. Third edition. 2014. 

Jpn Pharmacol Ther（薬理と治療）vol. 50　suppl. 2　2022

YC50S207 責.indd　2022 年 12 月 12 日 午前 10 時 07 分

18



s147

URL: https://www.ncbi.nlm.nih.gov/books/NBK208616/
 12） Kodra Y., Weinbach J., Posada‒de‒la‒Paz M., Coi A., Lemonnier 

S.　L., et al. Recommendations for improving the quality of rare 
disease registries. Int J Environ Res Public Health 2018; 15（8）: 
1644. Doi: 10.3390/ijerph15081644.

 13） Sase K. et al. Generating real‒world evidence for innovative 
medical devices: Strategically coordinated registry network. 
Pharmaceutical and medical device regulator y science
（PMDRS）2017; 48（8）: 533‒41.

 14） The International Medical Device Regulators forum Patient Reg-
istries Working Group, Tools for Assessing the Usability of Reg-
istries in Support of Regulatory Decision‒Making, 27 March 
2018.

  URL: https://www.imdrf.org/sites/default/files/docs/imdrf/
final/technical/imdrf-tech-180327-usability-tools-n46.pdf

 15） Health, Labour and Welfare Sciences Research Grants（General 
Research Program for the Practical Application of Medical Tech-
nology）. Comparison of regulations and legal system of clinical 
trial between Western countries and Japan. General research 
report 2013 to 2014. Representative person in the research: 
Tetsu Isobe（Professor, Graduate School of Law, Keio Univer-
sity）

 16） Director of the Pharmaceutical Evaluation Division, Pharmaceu-
tical Safety and Environmental Health Bureau, Ministr y of 
Health, Labour and Welfare. Points to consider for ensuring the 
reliability of post‒marketing database study for drugs. PSEHB/
PED Notification No.　0221‒1. February 21, 2018.

 17） Shibata T. Project title of AMED Research on Regulatory Science 
of Pharmaceuticals and Medical Devices: Utilization of real 
world evidence using patient registry data to support regulatory 
decision‒making“Proposal on Assuring the Reliability of Patient 
Registry Data for Use in Application Dossiers of Pharmaceuti-

cals and Medical Devices.”Jpn Pharmacol Ther 2019; 47 suppl 
1: s9‒s22.

 18） Ministry of Education, Culture, Sports, Science and Technol-
ogy/Ministry of Health, Labour and Welfare/Ministry of Econ-
omy, Trade and Industry. Ethical guidelines for medical and 
biological research involving human subjects. MEXT/MHLW/
METI Notice No.　1. March 23, 2021.

 19） AMED clinical research/trial promotion project fiscal 2018
“Study on measures to promote the clinical innovation network 
project by effective utilization of disease registration systems.”
Study group of companies’ utilization of disease registration sys-
tems in compliance with the Act on the protection of personal 
information. Basic concept of ethical norms related to commer-
cial use of patient registry data.

 20） AMED clinical research/trial promotion project fiscal 2018
“Study on measures to promote the clinical innovation network 
project by effective utilization of disease registration systems”
and“Study on burden of expenses for utilization of disease reg-
istration systems.”

 21） Director of the Pharmaceutical Evaluation Division, Pharmaceu-
tical Safety and Environmental Health Bureau, Ministr y of 
Health, Labour and Welfare. Guidelines for document‒based 
compliance assessment for new drug approval application data 
and on‒site GPSP inspection. PSEHB/PED Notification No.　
0831‒4. August 31, 2020.

 22） Ministry of Health, Labour and Welfare. Clinical Trials Act. Act 
No.　16 of 2017. April 14, 2017.

 23） Director of the Research and Development Division, Health Pol-
icy Bureau, Ministry of Health, Labour and Welfare. Manage-
ment of conflict of interest in clinical trials under the Clinical 
Trials Act. HPB Notification No.　0302‒1. March 2, 2018.

Jpn Pharmacol Ther（薬理と治療）vol. 50　suppl. 2　2022

YC50S207 下念.indd　2022 年 12 月 15 日 午後 6 時 02 分

19

Name Affiliation Area of 
responsibility

Ishiguro Chieko National Center for   
Global Health and Medi-
cine

Section 5.2.1, 
5.2.2

Uemura Yukari National Center for   
Global Health and Medi-
cine

Section 5.2.1, 
5.2.2

Oi Hideki National Center of Neu-
rology and Psychiatry

Chapter 1, 2, 3, 7,
Section 5.1, 5.2.3, 
6.1, 6.2, 6.4

Ohtsu Hiroshi National Center for   
Global Health and Medi-
cine

Section 5.2.1, 
5.2.2

List of authors

Name Affiliation Area of 
responsibility

Kikuchi Kayoko National Center for Child 
Health and Development

Section 6.1

Shibata Taro National Cancer Center 
Japan

Section 6.3

Suzuki Keisuke National Center for Geri-
atrics and Gerontology

Section 6.2

Minami Manabu National Cerebral and 
Cardiovascular Center

Chapter 4

Yamamoto Haruko National Cerebral and 
Cardiovascular Center

Chapter 4

（Affiliation as of March 2022）

Corresponding author（index based on the kana syllabary order）



s148

Jpn Pharmacol Ther（薬理と治療）vol. 50　suppl. 2　2022

YC50S207 責.indd　2022 年 12 月 12 日 午前 10 時 07 分

20

 （Attachment）

Comparison table summarizing items to be presented as required in
“Items related to registry design/operation”（e.g., procedure manuals that should be prepared by registry holders）

and examples of alternative rules, etc., such as SOPs

 Prepared on March 29, 2021

　Concerning post‒marketing pharmacovigilance,“Points to consider for ensuring the reliability of post‒marketing database study for 
drugs”（PSEHB/PED Notification No.　0221‒1 issued by the Director of the Pharmaceutical Evaluation Division, Pharmaceutical Safety 
and Environmental Health Bureau, Ministry of Health, Labour and Welfare dated February 21, 2018）has been issued.
　However, the standard operating procedures（SOPs）presented in this notification as documents to be established are shown consid-
ering the medical RWD management structure of the database companies. Therefore, strictly applying the above to the use of registry 
data under the pharmaceutical regulatory system could be significantly idealistic to be feasible. These rules, etc., have not necessarily 
been proposed with the assumption that SOPs should be prepared; furthermore, they are considered to be replaceable with rules, etc., 
related to organizations and operation/management of the registry holder（operating rules, etc.）or protocols, etc., of primary studies 
related to registry establishment.
　Based on the above, we have prepared a comparison table with items related to registry design/operation（e.g., procedure manuals 
that should be prepared by registry holders）in the“Proposal on assuring the reliability of patient registry data for use in application 
dossiers of pharmaceuticals and medical devices”1） and example alternative rules, etc., such as SOPs. Documents of primary studies 
related to registry establishment and those of studies using registry data are presented separately in the table.
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No. Items related to registry 
design/operation

Examples of 
alternative 
rules, etc., 

such as SOPs

1 Rules related to establishment/man-
agement
Purpose/content
（1） Establishment of operating/man-

agement structure
　　 　Activities/procedures needed 

for registr y holders to handle 
individual data appropriately and 
to continuously operate/manage 
registries should be specified, 
and an appropriate management/
operat ing str ucture must be 
established.

（2） Policies related to securing trans-
parency

　　 　Considering the collection/
analysis of registry data as well as 
the influence on decision‒making 
based on the results of the analy-
sis, registry holders must specify 
and publish policies related to 
items needed to ensure transpar-
ency in terms of registry opera-
tion/management（conflict of 
interest, structure of registr y 
operational entities, provision of 
funds for registries, purposes of 
registries, disclosure of data, 
etc.）.

（3） Policies related to access to regis-
try data

　　 　As registries include sensitive 
health‒related or treatment‒
related information of patients, 
registry holders must establish 
rules concerning registr y data 
users’ access to data（including 
data access by the regulator y 
authority）and the scope and 
rights of such access.

　　 　Additionally, the application 
methods for access to registr y 
data and criteria based on which 
registry holders assess the appro-
priateness of the application for 
registr y data access must be 
specified as needed.

 •  Operating rules 
of registry hold-
ers（e.g., acade-
mic societies and 
research groups）

 •  Protocols for pri-
m a r y s t u d i e s 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-
lishment are affil-
iated

2 ＊ Standards/procedures for data entry 
into patient registries

Purpose/content
　For registries, data are collected 
using various methods, including 

 •  Protocols and/or 
data management 
procedures/plans
（DMPs）for pri-
m a r y s t u d i e s 

No. Items related to registry 
design/operation

Examples of 
alternative 
rules, etc., 

such as SOPs

p a p e r‒b a s e d c a s e r e p o r t f o r m s
（CRFs）and electronic case repor t 
forms（eCRFs）. Regardless of these 
methods, data must be gathered for 
pre‒specified sur vey items and by 
using appropriate collection methods 
in accordance with the specified pro-
cedures.
Examples of points to be checked
 • Procedures for data entry
 •  Identification of persons in charge of 

data entry
 •  Education/training of persons in 

charge of data entry

　 related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-
lishment are affil-
iated

3 Standards/procedures related to data 
cleaning
Purpose/content
　The data gathered must be handled 
in accordance with the procedures 
pre‒specified by the registry holders. 
Data gathered from infor mat ion 
sources and entered in databases 
must be locked and stored in accor-
dance with the pre‒specified proce-
dures.
Examples of points to be checked
 •  Methods related to the anonymiza-

tion of data before providing the 
data or data‒access to registr y 
users considering that sensitive 
information is included in the regis-
tries

 •  P r o c e d u r e s f o r d a t a c l e a n i n g
（including procedures for checking 
information sources for doubtful 
points arising due to data cleaning）

 •  Procedures for recording history of 
data correction

 • Procedures for data coding
 • Procedures for data lock

 •  Protocols and/or 
D M P s f o r p r i -
m a r y s t u d i e s 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-
lishment are affil-
iated

 •  Protocols and/or 
DMPs for studies 
u s i n g r e g i s t r y 
data

4 Standards/procedures related to cod-
ing
Purpose/content
　The gathered data are handled in 
accordance with the procedures pre‒
specified by the registry holders. The 
da ta ga ther ed f r om in for mat ion 
sources and entered in databases are 
locked and stored in accordance with 
the pre‒specified procedures.

 •  Protocols and/or 
D M P s f o r p r i -
m a r y s t u d i e s 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
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No. Items related to registry 
design/operation

Examples of 
alternative 
rules, etc., 

such as SOPs

Examples of points to be checked
 •  Procedures for recording history of 

data correction
 • Procedures for data coding
 • Procedures for data lock

　 studies related to 
registr y estab-
lishment are affil-
iated

 •  Protocols and/or 
DMPs for studies 
u s i n g r e g i s t r y 
data

5 Rules/procedures related to security
Purpose/content
　The overall security of computer 
systems used must be specified by 
registr y holders and maintained in 
accordance with the pre‒specified 
procedures.
　In particular, rules must be estab-
lished for the following items: 
 •  Scope of access rights of computer 

system users according to the regis-
try data content

 •  Education/training of computer sys-
tem users considering overall com-
puter systems, security require-
ments, and registry‒specific han-
dling

 • Network security

 •  Operating rules 
of registry hold-
ers（e.g., acade-
mic societies and 
research groups）

 •  Protocols and/or 
D M P s f o r p r i -
m a r y s t u d i e s 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-
lishment are affil-
iated

6 Rules/procedures related to data 
backup and recovery
Purpose/content
　Registr y data backup/recover y 
must be per formed using methods 
specified by registry holders in accor-
dance with the specified procedures.

 •  Operating rules 
of registr y hold-
ers（e.g., acade-
mic societies and 
research groups）

 •  Protocols and/or 
D M P s f o r p r i -
m a r y s t u d i e s 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-
lishment are affil-
iated

No. Items related to registry 
design/operation

Examples of 
alternative 
rules, etc., 

such as SOPs

 •  Definition of reg-
istry database（e.g., 
EDC）r equire -
ments

7 Rules related to the quality control of 
medical data gathered from informa-
tion sources
Purpose/content
　The gathered data are handled in 
accordance with the procedures pre‒
specified by the registry holders. The 
da ta ga ther ed f r om in for mat ion 
sources and entered in databases are 
periodically locked and stored.
Examples of points to be checked
 •  Methods related to the anonymiza-

tion（pseudonymization）of data 
before providing the data or data‒
access to registry users considering 
t h a t s e n s i t i v e i n f o r m a t i o n i s 
included in the registries

 •  P r o c e d u r e s f o r d a t a c l e a n i n g
（including procedures for checking 
information sources for doubtful 
points arising due to data cleaning）

 •  Procedures for recording history of 
data correction

 • Procedures for data coding
 • Procedures for data lock

 •  Operating rules 
of registry hold-
e r s（e . g . , a c a -
demic societies 
a n d r e s e a r c h 
groups）

 •  Protocols, moni-
t o r i n g p r o c e -
d u r e s/ p l a n s , 
and/or DMPs for 
primar y studies 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-
lishment are affil-
iated

 •  Definition of reg-
istry database（e.g., 
EDC）r equire -
ments

8 ＊ Validation plans/reports related to 
computer systems

Purpose/content
　Methods for computer system qual-
ity control can vary depending on the 
purposes, etc., of individual registries. 
Depending on the computer system 
configurations, the following activities 
must be performed by registry hold-
ers appropriately and efficiently: 
 •  Computer system validation based 

on risk assessments while introduc-
ing or renewing computer systems

 •  Checking the operational status of 
the computer systems used

 •  Establishment of the authenticity, 
legibility, and storability of electro-
magnetic records suitable for the 
specifications/operation methods of 

 •  Operating rules 
of registry hold-
ers（e.g., acade-
mic societies and 
research groups）

 •  Protocols and/or 
D M P s f o r p r i -
m a r y s t u d i e s 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-  
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　the computer systems used.
　The annex titled“Use of electro-
magnetic records and electronic sig-
natures for application for marketing 
approval or licensing of drugs, etc.
（ER/ES Guidelines）”（PFSB Notifica-
tion No.　0401022, by the Director‒
General of Pharmaceutical and Food 
Safety Bureau, MHLW, dated April 1, 
2005）; and points to consider when 
handling data for approval application 
as electromagnetic data, can also be 
consulted for reference.

　 lishment are affil-
iated

 •  Definition of reg-
i s t r y d a t a b a s e
（e.g., EDC）  
requirements

9 Rules to validate whether the datasets 
for analysis have been appropriately 
prepared, or whether analysis results 
have been appropriately obtained
Purpose/content
　During data extraction and prepara-
tion of datasets, the procedures for 
appropriately extracting information 
from locked data must be pre‒speci-
fied by registr y holders, and data 
must be extracted in accordance with 
the procedures. In cases where com-
panies and applicants‒to‒be receive 
datasets, and where statistical analy-
ses are per formed, the companies 
should submit statistical analysis 
plans, etc., to registry holders before 
data extraction and agree with regis-
try holders in terms of the range of 
dataset preparation. In cases where 
registr y holders conduct statistical 
analyses, these analyses should be 
per formed in accordance with the 
pre‒specified procedures and plans 
specified in the statistical analysis 
plans, etc.

 •  Protocols and/or 
statistical analy-
sis procedures/
plans（SAPs）of 
primar y studies 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-
lishment are affil-
iated

 •  Protocols and/or 
SAPs of studies 
u s i n g r e g i s t r y 
data

10 Rules related to the reporting of qual-
ity control related plans and results of 
investigation
Purpose/content
　In cases where registr y holders 
undertake monitoring, the procedures 
for monitoring must be specified in 
advance, while monitoring must be 
under taken in accordance with the 
procedures. In terms of monitoring, 
registry holders must obtain the con-
sent of patients who provide data for 

 •  Protocols, moni-
t o r i n g p r o c e -
d u r e s/ p l a n s , 
and/or DMPs for 
primar y studies 
related to regis-
try establishment

 •  Rules of organiza-
tions/data centers 
to which the rep-
resentative per-
sons undertaking 

No. Items related to registry 
design/operation

Examples of 
alternative 
rules, etc., 

such as SOPs

No. Items related to registry 
design/operation

Examples of 
alternative 
rules, etc., 

such as SOPs

registries directly or via information 
sources.
　Companies and applicants‒to‒be 
could check records of monitoring 
under taken in accordance with the 
specified procedures as needed.
　For the implementat ion proce-
dures,“Basic principles on risk‒based 
monitoring in clinical trials”（PSEHB/
PED Notification No.　0705‒7, by the 
Director of the Pharmaceutical Evalu-
ation Division, Pharmaceutical Safety 
and Environmental Health Bureau, 
MHLW dated July 5, 2019）, can also 
be consulted for reference.

　 primar y studies 
related to regis-
try establishment 
are affiliated

 •  Definition of reg-
i s t r y d a t a b a s e
（e.g., EDC）  
requirements

 •  Protocols, moni-
t o r i n g p r o c e -
d u r e s/ p l a n s , 
and/or DMPs for 
studies using reg-
istry data

11 Rules related to quality assurance
Purpose/content
　The registry holders must confirm 
that the maintenance of organizational 
structures and data quality control 
have been performed depending on 
the purposes of registr y establish-
ment and quality of data obtained. 
Companies and appl icants‒to‒be 
could check records of monitoring 
under taken in accordance with the 
specified procedures as needed.

 •  Protocols and/or 
a u d i t p r o c e -
dures/plans for 
primar y studies 
related to regis-
try establishment

 •  Protocols and/or 
a u d i t p r o c e -
dures/plans for 
s t u d i e s u s i n g 
registry data

12 Rules re la ted to the retent ion of 
records while preparing application 
documents for re‒examination, etc.
Purpose/content
　When application documents for 
marketing approval are prepared 
using registr y data, the supporting 
data must be retained in accordance 
with the pre‒specified procedures.
　Companies and applicants‒to‒be 
could check records of monitoring 
under taken in accordance with the 
specified procedures as needed.

 •  Operating rules 
of registry hold-
ers（e.g., acade-
mic societies and 
research groups）

 •  Protocols of pri-
m a r y s t u d i e s 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-
lishment are affil-
iated

13 Rules related to education/training of 
persons engaged in registry establish-
ment/management

 •  Protocols, moni-
t o r i n g p r o c e -
d u r e s/ p l a n s , 
and/or DMPs for 
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No. Items related to registry 
design/operation

Examples of 
alternative 
rules, etc., 

such as SOPs

No. Items related to registry 
design/operation

Examples of 
alternative 
rules, etc., 

such as SOPs

Purpose/content
　Education/training must be pro-
vided to computer system users con-
sidering overall computer systems, 
security requirements, and registry‒
specific handling. Education/training 
must also be provided to persons in 
charge of data entry considering pro-
cedures to appropriately gather data 
on pre‒specified survey items.

　 primar y studies 
related to regis-
try establishment

 •  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primar y 
studies related to 
registr y estab-
lishment are affil-
iated

14 ＊Records on ethical considerations
Purpose/content
　Protection of personal information 
must be considered regardless of the 
data quality control methods. When 
registry data are used for an applica-
tion for marketing approval, it is nec-
essary to pay adequate attention to the 
protection of personal information of 
patients, as the registry data are to be 
provided by the registry holder to the 
applicant.
　In accordance with the Act on the 
Protection of Personal Information 
and other applicable regulations, the 
requirements and procedures related 
to obtaining consent from patients 
providing data to registries must be 
specified. If consent is to be obtained 
from patients, a patient information 

 •  Operating rules 
of registry hold-
e r s（e . g . , a c a -
demic societies 
and research gro-
ups）

 •  Protocols, moni-
t o r i n g p r o c e -
d u r e s/ p l a n s , 
and/or DMPs for 
primar y studies 
related to regis-
try establishment

•  Rules of organiza-
t ions/data cen-
ters to which the 
representat ive 
persons under-
taking primary 

document presenting necessary infor-
mation must be prepared.
　If it is possible for third parties（e.g., 
monitors, auditors, and regulator y 
authorities）to access source docu-
ments, etc., stored in information 
sources, this must be presented in the 
patient information document as 
needed.

　 studies related to 
registr y estab-
lishment are affil-
iated

 •  Definition of reg-
i s t r y d a t a b a s e
（e.g., EDC）requ-
irements

 •  Protocols, moni-
toring procedu-
res/plans, and/or 
DMPs for studies 
u s i n g r e g i s t r y 
data

Note:  ＊Items that are not included in the Annex titled“Points to 
consider for ensuring the reliability of post‒marketing data-
base study for drugs”（PSEHB/PED Notification No.　0221‒1 
issued by the Director of the Pharmaceutical Evaluation Divi-
sion, Pharmaceutical Safety and Environmental Health 
Bureau, Ministry of Health, Labour and Welfare dated Febru-
ary 21, 2018）.
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