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Attachment: Mapping List of Clinical Trial-related Documents, etc. to the TMF Reference Model


[bookmark: _Toc216965542]Introduction
Five years have passed since the publication of “Mapping List of Clinical Trial-related Documents, etc. in Japan to the ‘Trial Master File Reference Model Ver. 3.0’ (March 2020 Revised Version)” (JPMA Electronic Standard for Medical Information Expert Committee) (hereinafter referred to as the “2020 Mapping List”) in March 2020. During this period, the introduction of the Electronic Trial Master File (eTMF) has progressed in Japan, and TMF management using the Trial Master File Reference Model (hereinafter referred to as the “TMF Reference Model”) has become widespread.
In light of this background, this initiative has made the following revisions to further enhance the contents of the 2020 Mapping List:
· Addition of new items: Mapping of documents considered to be important in GCP on-site inspection/document-based compliance assessment (hereinafter referred to as “compliance assessment”) by the PMDA.
· Update of information and correction of inconsistencies and defects: Reflected the latest notification contents and improved overall consistency.

With these revisions, the following effects are expected:
· Improved efficiency in responding to compliance assessment: Companies that have introduced the TMF Reference Model will be able to manage documents subject to daily assessment, thus reducing the burden faced during compliance assessment.
· Responding to a risk-based approach: It will be easier to identify particularly important documents from a huge number of clinical trial-related documents, helping to improve the efficiency of clinical trials and ensure quality before the trial even starts.
· Promotion of collaboration among companies: Even companies that do not use the TMF Reference Model can use it as a reference material for mapping with CROs and other companies at the time of data migration.

The 2020 Mapping List has already been used by many sponsors, CROs, etc., and become a practical tool to help standardize and streamline TMF management.
The use of this revised version by more related parties is expected to further improve the efficiency and quality of TMF management at each company.

[bookmark: _Toc216965543]Main revised points
This deliverable is a revised version of the 2020 Mapping List in accordance with the following policies:
1)	Addition of new contents
Based on the “Checklist for GCP On-site Inspection/Document-based Compliance Assessment for New Drug (for Sponsor) Ver. 3.2” (prepared on July 1, 2022) (hereinafter referred to as the “Compliance Assessment Checklist”), documents subject to compliance assessment (hereinafter referred to as “documents subject to assessment”) are identified and added to the mapping.

2)	Update of information and correction of inconsistencies and defects
The latest version of the materials shown in Table 1 was used for updating and correction:

Table 1 List of materials
	Material name
	Latest version

	TMF Reference Model
	Ver3.3.1

	List of “Clinical Trial-related Documents or Records”
	Dated August 31, 2020 

	Standard Forms
	Dated November 30, 2022 


[bookmark: _Toc216965544]Revision details
The revision procedure from the previous deliverable, which was implemented in accordance with “2. Main revised points,” is explained. Detailed changes are described under “Change History” of the mapping list.

1)	Update to the latest version of the TMF Reference Model
The history of revisions from the TMF Reference Model Ver. 3.0, which is the basis of the 2020 Mapping List, to the latest version, Ver. 3.3.1, was checked to confirm any changes to the definitions or any additions or deletions of the artifacts resulting in a particular impact on the mapping.
As a result, definitions were updated, and artifacts related to medical devices were added. However, the changes were judged to have no effect on this review, and the mapping of “Clinical Trial-related Documents or Records” and “Standard Forms” were transferred from the 2020 Mapping List to the TMF Reference Model Ver 3.3.1.

2)	Update of information in “Clinical Trial-related Documents or Records” and “Standard Forms”
After implementing 3. 1), the contents of “Clinical Trial-related Documents or Records” and “Standard Forms” were reviewed based on the latest notification, and changes in their document numbers, etc. were reflected.
“Clinical Trial-related Documents or Records” include documents to be retained by the study site and the sponsor, but this deliverable does not include documents retained by the study site.

3)	Mapping of documents subject to assessment
(1)	Identification of documents subject to assessment
Regarding “[II] Standards for the preparation of clinical trials” and “[III] Standards for the management of clinical trials” in the “Compliance Assessment Checklist,” the review members compiled the document names to be presented during compliance assessment in each company and examined the identification of the documents subject to assessment.
[bookmark: _Hlk204630518][bookmark: _Hlk207961945]According to the review, the names of documents were different between companies in some cases, but because there was no essential difference in the presented materials, general names were adopted. In addition, some companies presented the minimum necessary materials due to differences in their policies for responding to compliance assessment whereas other companies presented a wide range of related materials. However, in this deliverable, the minimum necessary documents that each company is expected to present are included in the scope of mapping. The general names were selected with reference to the document names described in the “Compliance Assessment Checklist” and “Points to Note, etc.” in the “Draft Folder Structure of New Drug Cloud and Other Systems.”
Although each company’s operating protocols may be applicable as documents subject to assessment, they were not included in this deliverable because each company prepared separate management procedures.

(2)	Mapping
A new column for “GCP check list number and applicable documents” was added to the structure of the 2020 Mapping List, and the documents subject to assessment were mapped.

[bookmark: _Toc216965545]Points to note when mapping the documents
In the process of reviewing the documents subject to assessment, several documents and the points noted in the classification (artifacts) were summarized.

1)	Monitoring report
In the TMF Reference Model, several artifacts store the monitoring report, depending on the timing of monitoring and the clinical trial stage (see below).
According to this, for example, if the investigator is “requested to prepare an information sheet” more than once, the monitoring report may be stored in different artifacts depending on when the requests were made. Therefore, in the compliance assessment, it is necessary to determine the artifact according to the content to be presented and to select the monitoring report from the artifact concerned.

Table 2 Artifacts of monitoring reports (excerpted from the TMF Reference Model)
	Artifact #
	Artifact name
	Definition / Purpose
	Recommended Subartifacts
-Documents/documentation recommended to be filed to the artifact.

	05.01.04
	Pre Trial Monitoring Report
	To document onsite visit to determine qualification of site to participate in the trial. For example, may include the following documentation: EDC qualification, Confirmation Letters / Emails, site profile form.
	Pre Trial Monitoring Report
Pre Trial Visit Confirmation Letter
Pre Trial Visit Follow Up Letter
Pre Trial Visit Waiver
Site Selection Letter

	05.03.01
	Trial Initiation Monitoring Report
	To document that trial procedures were reviewed with the investigator and the trial personnel and confirm the site meets requirements to begin trial participation. trial initiation can be conducted via an Investigator Meeting, visit at the site and/or other contact. May include confirmation letters/emails.
	Trial Initiation Monitoring Report
Trial Initiation Visit Confirmation Letter
Trial Initiation Visit Follow Up Letter
Trial Initiation Visit Waiver

	05.04.03
	Monitoring Visit Report
	To document site visits, monitoring trial conduct and compliance of the site, may include confirmation letters/emails.
	Monitoring Visit Confirmation Letter
Monitoring Visit Follow Up Letter
Monitoring Visit Report
Monitoring Visit Waiver

	05.04.08
	Final Trial Close Out Monitoring Report
	To document trial activities are completed for site closure prior to trial completion. may include confirmation letters/emails.
	Close Out Visit Confirmation Letter
Close Out Visit Follow-Up Letter
Close Out Visit Waiver
Final Trial Close Out Monitoring Report



2)	Selection records of study sites and investigators
In this deliverable, selection records of study sites and investigators are mapped to the 05.01.03 Feasibility Documentation. However, in the process of this review, if the selection process was recorded in the monitoring report, the monitoring report also served as a selection record. Therefore, there were cases where the monitoring report was mapped to the 05.01.04 Pre Trial Monitoring Report, or operations where both reports were used in combination.
Since what is presented in the compliance assessment may differ depending on the standard operating procedures, operations, etc. of each company, it is necessary to identify the documents subject to assessment at each company.

Table 3 Artifacts of selection records (excerpted from the TMF Reference Model)
	Artifact #
	Artifact name
	Definition / Purpose
	Recommended Subartifacts
-Documents/documentation recommended to be filed to the artifact.

	05.01.03
	Feasibility Documentation
	To document site feasibility for the given protocol.
	Feasibility Documentation
Feasibility Questionnaire
Site Selection Documentation
Technical Capabilities Questionnaire

	05.01.04
	Pre Trial Monitoring Report
	To document onsite visit to determine qualification of site to participate in the trial. For example may include the following documentation: EDC qualification, Confirmation Letters / Emails, site profile form.
	Pre Trial Monitoring Report
Pre Trial Visit Confirmation Letter
Pre Trial Visit Follow Up Letter
Pre Trial Visit Waiver
Site Selection Letter



As shown in the above two cases, for the Compliance Assessment Checklist items, the documents subject to assessment and the artifacts on the TMF Reference Model are not always identified on a one-to-one basis, and these documents may be classified into several artefacts. Additionally, there may be cases where the operation method of each company does not match with the mapping of this deliverable.
It is important to use this mapping list as a reference material and select the optimal mapping suitable for each company’s operating procedures.

[bookmark: _考察・所感][bookmark: _Toc216965546]Discussion and comments
Considering global trends, such as the introduction of ICH-GCP E6 (R3) and the progress of digitalization, determining the optimum clinical trial documentation for Japan is important for the future development of drugs. A mechanism is required to enable the utilization of eTMF while ensuring consistency with international standards.
As the introduction of eTMF progresses in Japan, it is essential to incorporate the globally used document classification and metadata structure to utilize it. This is considered to be effective not only in improving operational efficiency and accelerating inspection responses, but also in facilitating smooth data transfer with CROs and other companies.
The TMF Reference Model, which has been widely adopted as a standardized approach, is also used by vendors and companies around the globe to examine and develop technologies, such as automatic document classification using AI and TMF quality evaluation using metrics in the eTMF system. Operational methods using this model are expected to enable even more effective management of TMF data.
In addition, the use of the TMF Reference Model in Japan will bring Japanese TMF management closer to global standards and contribute to smooth participation in global clinical trials. Adapting to global standards and developing digital infrastructure will also lead to elimination of drug lag and drug loss in Japan, and cooperation and continuous improvement across the entire industry are required to achieve both quality and speed of clinical trials.
This deliverable is expected to be of some help in that regard and will be widely used as a means to promote the globalization of clinical trials.
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*Membership registration is required for downloading.
https://www.cdisc.org/standards/trial-master-file-reference-model
[bookmark: Ref1]
“Mapping List of Clinical Trial-related Documents, etc. in Japan to the ‘Trial Master File Reference Model Ver. 3.0’ (March 2020 Revised Version),” Electronic Standard for Medical Information Expert Committee, Drug Evaluation Committee, Japan Pharmaceutical Manufacturers Association
https://www.jpma.or.jp/information/evaluation/results/allotment/mapping-list_202003.html

Clinical Trial-related Documents or Records (Administrative Notice dated August 31, 2020), Pharmaceutical Evaluation Division, Pharmaceutical Safety and Environmental Health Bureau, Ministry of Health, Labour and Welfare
https://www.pmda.go.jp/files/000236360.pdf

Checklist for GCP On-site Inspection/Document-based Compliance Assessment for New Drug (for Sponsor) Ver. 3.2 (prepared on July 1, 2022), Office of Non-clinical and Clinical Compliance, Pharmaceuticals and Medical Devices Agency
https://www.pmda.go.jp/files/000247191.docx

Draft Folder Structure of New Drug Cloud and Other Systems Ver. 1.0 (New on July 27, 2022)
https://www.pmda.go.jp/files/000247583.xlsx

Partial Revision of the New “Standard Forms for Requesting Clinical Trials, etc.” (Notification dated November 30, 2022)
https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/touitsu2_00002.html
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