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Expected Benefits of Regulatory-Clinical Unification

Single Source of Truth
• Harmonize product information – single source

• Improve data quality and reliability
• Provide quick access to data for all stakeholders 

Efficiency / Productivity Gains
• Eliminate repeated entry of data

• Decrease “clean up”
• Avoid need to monitor for changes

Compliance
• Enforce controlled vocabulary

• Provide traceability of information exchange
• Anticipate and track adherence to required 

deadlines

Risk Reduction
• Eliminate missed handoffs and late or missed filings

• Avoid inconsistencies
• Improve inspection outcomes

 

 

Benefits



Clinical – Regulatory Unification:
Not Just “Buy the Right Software and You Are Done!”
(or “We’ve Got APIs”)



Important Unification Use Cases
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Case report forms and datasets 
flow from EDC to eTMF to Reg 

EDMS, lists of sites and IRBs 

from CTMS to dashboard, 

completed study report available 

in eTMF.
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5 ClinicalTrials.gov

CTMS updates result in 
alerts that updates are 

needed, XML extracted 

and submitted.
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Correspondence

CTMS information alerts Reg Ops that 
updates are needed, XML extracted 

and submitted, . 
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2 New Investigator

Investigator identified 
and documents 

collected; investigator 

published in IND 

amendment and sent 

to HA. 
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1 New Protocol

Protocol written and 
reviewed; shared with sites; 

training conducted and 

recorded in training records.  

Protocol submitted to HAs 

and authorization obtained.
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3 Protocol Amendment

Amendment planned, finalized
and submitted to HA. 

Amendment distributed to sites and 

documents and collected.

Use cases that require 

integrated w orkflow, 

shared documents, and 

shared data

Sample Use 

Cases



Use Case Summary (1 of 2)

Use Case Actions

New Protocol • Alert to all impacted parties

• Availability of document in eTMF and Regulatory EDMS
• CTMS tasks to distribute to sites
• Collection of signature pages, IRB approvals, etc. and etc. in eTMF

• Submission of protocol in IND sequence or by other means outside the 
US

• Link to IND sequence in eTMF when available; report of submission 
date and (depending on HA) approval or authorization

New Investigator • Placeholders for documents created in eTMF; documents collected and 

finalized
• Availability of CV and 1572 in Regulatory EDMS when finalized in eTMF
• Alert and task for submission to Health Authority

• Upcoming and Overdue submission info on dashboards in eTMF, RIM
• Submission in IND sequence

• Link to IND sequence in eTMF when available



Use Case Summary (2 of 2)

Use Case Actions

Amended 

protocol, 
Investigator 
Brochure, etc.

• Alert to all impacted parties

• Availability of document in eTMF and Regulatory EDMS
• CTMS tasks to distribute to sites
• Collection of signature pages, IRB approvals, etc. and etc. in eTMF

• Submission in IND sequence
• Link to IND sequence in eTMF when available

Correspondence • HA correspondence related to trial synchronized; alerts issued

Clinicaltrials.gov / 

EudraCT support

• CTMS triggers RIM alerts dashboards when updates needed

• XML produced
• Submission dates updated

Clinical Study 

Report 
preparation and 
publishing

• Relevant eTMF documents (e.g. investigator CVs, sample CRF, patient 

CRFs) finalized in eTMF and available in Regulatory EDMS
• Various information from CTMS used to create study report
• Final CSR completed in Regulatory EDMS and available in eTMF; 

distributed to sites
• Link to sequence containing CSR in eTMF



Protocol Amendment

Use Case 1



The Challenges: Responding to Change

“57% of protocols had at least one substantial 

amendment”

57% of 

PROTOCOLS

AMENDED

“Completed protocols 

across all clinical trials 

incur an average of  

2.3 amendments.” 

Source: The Impact of Protocol Amendments on Clinical Trial Performance and Cost

https://pubmed.ncbi.nlm.nih.gov/30227022/


IND Application Reporting: Protocol Amendments

• Sponsors are expected to submit protocol amendments for new protocols or 
changes to existing protocols before implementation of changes. 

• New studies may begin when the sponsor has submitted the change to FDA 
for its review and the new protocol or changes to the existing protocol have 
been approved by the IRB

• Therefore, Regulatory Affairs and Regulatory Operations need to:
• Understand when a new protocol is approved internally and by IRBs

• Submit in an IND Amendment (1571 below) 



Managing 
Protocol 
Amendments



Document Management Challenges

• Taxonomy often very different between eTMF (TMF Reference Model) and 
Regulatory EDMS (EDM Reference Model or custom)

• Metadata needs vary for regulatory and clinical – but need to use the same 
master data (study IDs, indications, etc.)

• Documents often stored in different repositories and often manually 
replicated between them – resulting in version control challenges

• Some documents are the responsibility of the clinical team and some of the 
regulatory team

• Documents such as full regulatory submissions not needed in eTMF but 
may be needed by inspectors (who then need access to the regulatory 
EDMS)



Process Flow, Amendment

Add new 

investigator in 

CTMS

Create eTMF 

placeholders for 

docs (CV, 

1572…)

Collect, QC and 

finalize docs

Provide 

investigator 

submission 

dashboard

Monitor 

dashboard and 

take appropriate 

actions

Create docs in 

Reg EDMS

Create alert for 

RIM product 

manager

Plan and track 

submission

Create alert for 

Reg Ops

Create and 

publish 

submission

CTMS

Publishin
g

Reg 
EDMS

eTMF

RIM



• Bracketed info 
received back 
from Dossier / 
RIM

• Ethics Status 
leads to a 
separate view 
of IRB/IEC 
submissions 
and approvals

Example

eTMF/CTMS Protocol Submission Status 
Dashboard: Single Trial



New Investigator

Use Case 2

• New Investigator



Per year are typically filed 
for US INDs

INDs
contain an average of  

about

500
FDA Form 1572s

over the lifetime of the 
submission

FDA must be notified of a new principal 

investigator within 30 days 
of them enrolling their first subject

25 
Amendments

The Challenges: Maintaining US INDs



IND Application Reporting: New Investigator

“New investigator. A sponsor shall submit a protocol amendment when a new 
investigator is added to carry out a previously submitted protocol, except that 
a protocol amendment is not required when a licensed practitioner is added in 
the case of a treatment protocol under § 312.315 or § 312.320. 

Once the investigator is added to the study, the investigational drug may be 
shipped to the investigator and the investigator may begin participating in the 
study. The sponsor shall notify FDA of the new investigator within 30 days of 
the investigator being added.”



Study Site Investigator
Date 
Added

Application
Sequenc

e
Date 

Submitted
Alert

ENN-001 1027 Frazer, Mary 28-Aug-23

ENN-001 1032 Ross, James 23-Aug-23 012345 0272 10-Sep-23

ENN-001 2022 Bannerjee, Rahul 14-Aug-23 012345 0272 10-Sep-23

ENN-005 1027 Diaz-Rodriguez, 

Sebastián

25-Jul-23

ENN-005 4932 Anderson, 

Desiree

05-Jul-23 123902 0099 11-Aug-23

Dashboard Card: New Investigators

1. May want to be able to turn on/off for a study (if not under IND this may not be relevant)

2. Hyperlink the investigator name to the investigator object and list that investigator's 

documents under the object

3. Provide a control to show/hide already submitted investigators



Clinical Study Report Preparation and 
Publishing

Use Case 3

• Clinical Study Report Preparation 
and Publishing



Medical Writing 
Challenges

....Optimally addressed by a 

combination of business 

process and technology

Manual work when information could be 

readily generated from electronic systems

Ensuring the latest version of all resources is 

being used

Locating the source of truth for any given 

document or data element across disparate 

systems

Extracting data from unstructured 

documents (e.g., opening many protocol 

deviations to extract the required information)



1.   Clinical data as tables, listings, and figures (TLFs)
2.  Screening logs for subject disposition
3.  Case report forms (CRFs) of subjects who had 
serious adverse events (SAEs)
4.  Milestone study period dates: dates when first 
subject enrolled, last subject enrolled, and last subject 
completed
5.  IRBs/IECs/DMC addresses and chairperson’s name
6.  Sample study-specific master Informed Consent 
Forms for protocol and all amendments
7.  Study-specific case report forms (CRFs)
8.  Safety (AE and/or SAE) narratives
9.  Statistical Analysis Plan (SAP)
10. Pharmacokinetics (PK) report, if applicable
11. Pharmacodynamic report, if applicable
12. Toxicology report, if applicable
13. Immunogenicity report, if applicable
14. List of references (abstracts or manuscripts) from 
publications derived from clinical study data

 

15. Medical literature supporting the study and cited in 
the CSR 
16. Original clinical study protocol and all amendments
17. Investigator brochure (versions used in the study)
18. Chairperson and address of DMC
19. List of site names, numbers, and locations
20. Company that managed the clinical trial supply
21. Names and addresses of laboratory facilities used
22. Lab certificates and normal ranges for all labs
23. Investigators’ CVs
24. List of investigational drug batch numbers and list of 
subjects receiving each batch of IP
25. List of protocol deviations
26. List of investigators and study personnel, mailing 
and e-mail addresses, telephone and fax
27. List of names and contact information of sponsor’s 
personnel who participated in the clinical study: medical 
monitor, biostatistician, and CRAs

Medical Writer Needs for Preparing CSR

eTMF  CTMS Regulatory EDMS



Summary



Summary and Recommendations

• Business Process
• Ensure that all process flows, handoffs, and master data sources are identified

• Tag correspondence related to clinical studies

• Review where problems or delays have occurred in the past

• Check that all reporting loops are closed

• Technology
• Find out what your available tools can do - out of the box, by configuration, by integration, or 

not at all

• Wherever possible, create reports and dashboards

• Reports and dashboards for medical writers

• IND sequences related to protocol submission, amendment and new investigators

• Correspondence related to clinical studies

• Changes reportable to ClinicalTrials.gov or other registries



Thank You!
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