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[bookmark: _Toc117250148]Background
For 2022-2023, the Clinical Content and Reuse (CC&R) leadership team made the decision to implement an extended-release cycle.  This ultimately will result in the next full release of both Basic Word and eTemplates occurring sometime in the latter half of 2023.
[bookmark: _Toc117250149]Rationale for Extended Release
With priorities competing for resources across the TransCelerate portfolio as well as across our Member Companies, and some industry/clinical research ecosystem efforts coming to maturity (ICH M11, Estimands implementation, CTIS, etc), the team felt this was the appropriate approach.
[bookmark: _Toc117250150]Release Addendum Defined
Although a full release would require an extensive amount of resource commitment the team was unable to make at it this time, there are still some high-priority content updates that the team felt could be addressed in a focused, efficient manner. After engaging Subject Matter Expert groups to create/update content in these key areas, CC&R is providing this content in this Release Addendum reference document to:
· help facilitate updates to content by users in their own implementations of the CTS.
· get a head start on content updates for a full release in 2023 where the template versions will be revised.
This addendum provides a description of the model content updates, instructional text, references, and other template changes in the following subject areas:
· CTS Maintenance Enhancements,
· Pregnancy & Breastfeeding,
· Master Protocols,
· Gender Neutrality,
· Modernizing Clinical Trial content
Companies may choose to employ these updates in their own instances of the CTS to be better aligned with the future release. As always, the decision to adopt any CTS changes is voluntary.
Disclaimer:  Any stakeholder wishing to use these proposed content updates, does so at their own risk as there is no guarantee that all content updates will ultimately be incorporated into the final version of the next release or that other changes will not be made to the final release given the potential for changes in the ecosystem or potential feedback that TransCelerate could receive from affected stakeholders.
[bookmark: _Toc23949575][bookmark: _Toc52549446][bookmark: _Toc117250151]2022 Content Objective:  CTS Maintenance Enhancements
One of the guiding principles of the Clinical Content and Reuse workstream and the Clinical Template Suite has always been the desire to help the industry evolve towards a truly digital study design approach. With efforts like Digital Data Flow (DDF) and the Vulcan Accelerator ongoing, the CC&R Team has turned its focus towards building “sustainability” into template suite assets to maximize efficiency in maintenance as the ecosystem evolves towards a digital future.
“CTS Maintenance Enhancements” are aimed at identifying ways to streamline the templates and supporting toolkit assets to make them more useful to the end users, while making their maintenance more efficient and less labor intensive.
[bookmark: _Toc117250152]Update Summary & Detail
Our Clinical Template Suite stewards and content SMEs have conducted an in-depth review of the templates, libraries and Implementation Toolkit assets and a summary of updates is provided below.
[bookmark: _Toc117250153]CTS Templates (CPT, SAP, CSR)
A primary component of the template exercise was to critically review 3 of the 4 main text types used throughout the CPT, SAP, & CSR templates:  Common Text, Suggested Text, and Example Text. Since the initial release of the CPT, a key value proposition for the templates has been the benefit to key stakeholders obtained through common structure and harmonization of content within a sponsor company. While users are free to adjust ANY of the proposed model text in the templates to meet their needs, the recommendation has been to keep Common Text as presented to reduce review time and ease interpretation. With this addendum, the team has proposed slight modifications/clarifications to the definitions of these 3 text types:
· Common Text – is driven by regulatory requirements or guidance
· Suggested Text – is reserved for template content that has Content Reuse implications. (That is, content elements that may be reused across the CTS templates or for CT registration activities)
· Example Text - for all other text/content that is provided as a reference for the author to use as is or refer to when authoring a particular section.
In this new model, companies can continue to alter/revise any text as necessary for their purposes.
See Appendix 1:  Draft updates to Clinical Template Suite Style Guide. 
The goal of this exercise was then to provide clarity to all the content within the templates and move a greater percentage of that content into the Example Text category. In conjunction with this, ongoing feedback considerations during template updates will be limited to Common or Suggested Text only (Change requests to Example text will not be considered UNLESS there is felt to be an error/conflict with regulation or practice).
For “tracked changes” versions of the CTS Templates, refer to 2022 CTS eTemplate Draft Zip File on the TransCelerate website CC&R Solutions page. All tracked changes edits were made in the R9 2021 Release template versions. (CPT – V009, SAP – V004, CSR – V004)
See Disclaimer in Section 1.2.
[bookmark: _Toc117250154]CTS Implementation Toolkit
Since the initial launch of the CPT in 2015 and subsequent expansion to the Clinical Template Suite, the CC&R workstream has continued to develop and evolve the Implementation Toolkit to provide users with support materials for implementation and use of the templates. The vast array of assets has provided support to end users across the implementation spectrum, from those new to the CTS assessing utility for their organizations, to companies well along the implementation lifecycle and all stages in between. During this optimization exercise our Implementation Toolkit stewards have critically reviewed the existing materials to ensure they are organized in the most useful manner, to minimize redundancy and allow for more efficient maintenance going forward.
These revised materials are being formally released in 2022 and will be reflected on TransCelerate’s CC&R Solutions page.
A summary of updates to the Implementation Toolkit follows:
· The Implementation Support Resource (ISR) Powerpoint asset was created to provide stakeholders with a single source of topical slides to support all phases of CTS implementation and eliminate redundancy across 20+ individual legacy assets.
· The ISR content was organized into the following implementation phases:  General/Background, History & Evolution, Implementation Considerations, and Post Implementation Decision.
· Several other assets were evaluated for relevance and/or redundancy and adjusted accordingly.
· All updates are reflected on the TransCelerate CC&R Solutions page.
[bookmark: _Toc99625626][bookmark: _Toc99636008][bookmark: _Toc99963719][bookmark: _Toc99625627][bookmark: _Toc99636009][bookmark: _Toc99963720][bookmark: _Toc117250155]2022 Content Objective:  Pregnancy & Breastfeeding
The CC&R Workstream has partnered with members of the PV-IGR Pregnancy Workstream to implement changes to model content and instructional text throughout the CPT.  These recommendations are based upon work that the PV-IGR Pregnancy team did in 2021 to create a Pregnancy Regulation Landscape analysis.
[bookmark: _Toc117250156]Update Summary
The focus of the 2022 work centers on proposals related to pregnant participants in general clinical trials, while future work may focus on participants in specific pregnancy-related research trials.
[bookmark: _Hlk117071355]For “tracked changes” versions of the CPT Template, refer to 2022 CTS eTemplate Draft Zip File. All “tracked changes” edits were made in the R9 2021 Release template versions. (CPT – V009, SAP – V004, CSR – V004)
See Disclaimer in Section 1.2.
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In 2021 and 2022, the CC&R Workstream began a collaboration with members of the EU-PEARL Team, who are focused on providing tools, guidance materials and recommendations for the authoring of Master Protocols. Part of the EU-PEARL initiative is to provide proposals for using TransCelerate’s CPT as a foundation for developing a Master Protocol. As this is an evolving, high-interest aspect of clinical research conduct, the CC&R Team had prioritized possible updates to the CPT based on EU-PEARL materials for 2022. However, as the current release for the EU-PEARL assets is planned for Q1 2023, the CC&R Team felt it would be pre-mature at this time to make any adjustments to CPT for Master Protocols. The team will re-evaluate for the 2023 release.
[bookmark: _Toc117250158]2022 Content Objective:  Gender Neutrality
In an effort to respond to stakeholder needs, the CC&R team, in collaboration with the Multi-Regional Clinical Trials (MRCT) Center of Brigham and Women’s Hospital and Harvard, reviewed the CPT and proposed updates to better represent a more ‘gender neutral’ approach to protocol terminology. The team recognized the inherent complexity of this exercise and noted that as this is still an evolving policy area, this is but a first step in a longer journey towards meeting trial participants’ needs. Further updates in this content area will be considered pending additional stakeholder inputs.
Note:  In 2022 the MRCT group released a protocol template overlay tool based on the CPT which highlights gender considerations while authoring a protocol. For details visit their website at , “Supporting IRB efforts to advance diversity and inclusion in clinical research” and the template overlay can be found here:  CPT Overlay.

[bookmark: _Toc117250159]Update Summary & Detail
The team reviewed the entire document for pronoun references and noted that the vast majority of instances had already been updated to a more generic term of “the participant” in the last release (R9 2021). Other updates included:
· Other pronoun instances were updated accordingly to “the participant” or to “their” as appropriate.
· Updated references of “men and women” to “participant and participant partners” or “individuals”.
· Throughout Pregnancy sections changed references to “participants able to give birth and their partners” rather than specifying sex or gender.
For “tracked changes” versions of the CPT Template, refer to 2022 CTS eTemplate Draft Zip File. All “tracked changes” edits were made in the R9 2021 Release template versions. (CPT – V009, SAP – V004, CSR – V004)
See Disclaimer in Section 1.2.
[bookmark: _Toc117250160]2022 Content Objective:  Modernizing Clinical Trials Content
This topic is focused specifically on updating references within the CPT or other templates relative to “clinical trial sites” that may inadvertently put limitations on the conduct of the trial during a pandemic or other crisis situation where a participant cannot physically visit the trial site.
[bookmark: _Toc117250161]Update Summary & Detail
[bookmark: _Toc83227566][bookmark: _Toc83227568][bookmark: _Toc83227582][bookmark: _Toc83227583]After conducting a review of the CTS templates (in particular, the CPT as this is the most impacted template) the CTS Content Stewards determined that updates were made in the previous release (R9 2021) that already addressed the majority of relevant content areas. That said, an additional section of instructional text has been added to CPT Section 1.3 Schedule of Activities (SoA) to provide further guidance to protocol authors:
· Protocol language in the SoA section should be kept general and should describe the location of procedures or visits in a non-specific way. In order to facilitate the unanticipated use of a local laboratory/imaging, a home health care nurse, or a participant visit to a family doctor, it is recommended that location information is not specified in the SoA or footnote sections. For instance, specifying the procedure location description in the SoA as “On-site visit” or “On-site laboratory/ imaging”, creates unnecessary protocol deviations if on-site visits cannot be conducted; Study teams are advised to adopt the template language of “Visit” or “Procedure” to ensure intentional flexibility.
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	Description
	Format
	Style

	Common Headings
	CPT and SAP:  Heading levels 1 and 2 should not be altered or deleted to enable reviewers to more easily locate content (indicate “not applicable” if needed). These headings were created to maximize alignment with the FDA/NIH template.

CSR: Heading level 1 should not be altered or deleted (indicate “not applicable” if needed).
Refer to the specific templates for additional guidance on common headings.  
	Black, Times New Roman, 14 point, Bold
	Heading 1, Heading 2

	Suggested Headings
	CPT and SAP:  Heading levels 3 and lower are suggested and may be modified as necessary.
CSR: Heading levels 2 may be modified (refer to the template for additional guidance). Heading level 3 and lower are suggested and may be modified as necessary.

	Black, Times New Roman, 14 point, Bold
	Headings other than Heading 1 and Heading 2

	Common Text
	Common language is intended to be harmonized across document types. The proposal is to use this text as written to maintain consistency across template users, but the text can be adapted if required. 
Driver: Industry regulation or guidance
	Contained between <Start of common text> and <End of common text>
Black, Times New Roman, 12 point
The flags for the start and end of common text should be removed by the author.
	Normal

	Suggested Text
	Language intended to be used as written in order support content reuse use cases.  Authors should consider implications to reuse if text is to be modified or removed.
Driver: Content reuse (Across documents within the CTS or for CT Registry use.)
	Contained between <Start of suggested text> and <End of suggested text>
Black, Times New Roman, 12 point
The flags for the start and end of suggested text should be removed by the author.
	Normal 

	Variable Text
	This text should be addressed based on individual study needs.
	[Blue bracketed text]  
The blue is the darker blue from the MS Word “Standard Colors”  (R:G:B of 0:112:192)
	Normal

	Example Text
	Example text should be removed by the author if not utilized. 
	Contained between <Start of example text> and <End of example text>
Green, Italic, Arial, 10 point   
The flags for the start and end of example text should be removed by the author. 
	CPT_Example

	Instructional Text 
	Instructional and guidance text is suggested to aid in authoring of the document using this template. 
In the Basic Word Edition, this text should be removed by the author. 
In the eTemplates, the text is housed in the Instructional Text panel and will not require any user edits. 
	Red, Times New Roman, 11 point, hidden text 
Paragraph marks must be visible in order for the instructional text to be displayed.

	CPT_Instructional
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