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Disclaimer and Disclosures

• The views and opinions expressed in this presentation are those of the 
author(s) and do not necessarily reflect the official policy or position of 
CDISC.
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Meet the Speaker

Karla Navera-Andersen

Title: Clinical Trial Manager

Organization: Ascendis Pharma A/S

Karla Navera-Andersen is an eTMF Manager turned Clinical Trial Manager at 
Ascendis Pharma A/S. 

Karla holds a Master of Arts in English and a Pharma Consultant Diploma.
She has spent over 15 years working with TMFs, starting her TMF career as a 
student in the paper TMF archive in a large pharmaceutical company.

Since then, Karla has worked on both on the CRO and Sponsor side and whithin 
Clinical Operations and Regulatory Affairs. Currently, Karla is working as a 
Clinical Trial Manager, focusing on improving the quality and processes of TMF 
management within Clinical Operations and between Sponsor and CRO.



Articles in the EU Clinical Trials Regulation 



Significance of 99
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The EU Clinical Trials Regulation

• Effective January 2022, replacing the EU Clinical Trials Directive

• Implementation of the Clinical Trials Information System - CTIS 

• TMF only mentioned in two articles of the EU CTR

• Streamlining, efficiency, reducing administrative requisites 
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Ascendis Pharma 

• Ascendis Pharma founded in 2006

• eTMF System implemented in the Summer of 2020

• First eTMF Managers hired in the Fall of 2021

• eTMF previously housed in multiple systems and locations 

• Challenging change management
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The EU CTR Effect
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Document Storage       New Documents             Redactions

Data Fields                     Approvals



TMF Documents in Ascendis

• TMF housed in multiple systems 
and locations

• Many different CRO collaborators

• The mess challenge mostly rooted
in the CTA process
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The Game Changer: CTIS
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CTIS: One Submission

Work Instruction: Documents cannot be a part of the EU submission if not filed in eTMF

Submission documents to be filed or cross-linked to Clinical Vault/eTMF

CRO to get direct access to our eTMF for country and site documents

Short timlines for Request for Information as motivator

Updates to our TMF Index



New Required Documents

• Template statement on compliance Regulation (EU) 2016/679

• Compensation for trial participants

• Declaration of interest

• Site suitability form

• Informed consent and patient recruitment procedure

• Compliance with applicable rules for biological samples
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The Danish TMF Network to the Rescue

• Network comprising 12-15 Danish 
pharmaceutical companies

• F2F meetings held every 6 months

• Mailing lists and LinkedIn group for random 
TMF questions and challenges

• Sharing knowledge from inspections, 
authorities and TMF Reference Model
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Implications
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Move misfiled

documents
Reupdate

TMF index

Retrain

stakeholders



Redacted Documents
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Thoughts on Redacted Documents

162024 US CDISC+TMF Interchange | #ClearDataClearImpact

Will the redacted versions crowd our eTMFs?

Are these at all eTMF documents?

Duplicates?

De facto submission document

Can we refer to CTIS for these versions?



“Nothing in the Regulation states that the redacted 
versions need to be stored in the TMF” 
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Data Fields, Modifications and other Notifications
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Data Fields in CTIS
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Information in data fields are often already

included in a submission documents



TMF Reference Model to the Rescue
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Downloading Information from the CTIS

• Full submission / notification / modification packages

• Dates and structured data

• Assessment reports

212024 US CDISC+TMF Interchange | #ClearDataClearImpact



Approvals and List of Approved Documents
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Challenges of Assessment Reports

• “Submitted” not “Approved”

• Review of approved documents in eTMF against an approval letter

• Stakeholders lack reference for finding latest approved document

• Added workload and increase of mistakes in manual tracking

• Sites are accustomed to good ol’ fashioned approval letters listing date and 
version of patient facing documents and have no access to CTIS

232024 US CDISC+TMF Interchange | #ClearDataClearImpact



Story About an Irish Site
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Input to the Authority to the Rescue
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• CRO contacted NREC directly

• TMF Network discussion with the Danish HA                         
regarding the issue

• Danish HA crowdsourced questionnaires
for CTIS input



In Conclusion
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Challenges brings upon 

change for the better

Resources and 

networking

Constantly provide 

input to authorities



I’ve got 99 problems but TMF ain’t one
- Jay Z (not really)



Thank You!
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