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Nevertheless, even with the most rigorous selection process, 
it is not rare for sponsors to decide on changing their CRO  
partner in the course of the project. Usually, this happens 
when the critical study milestones are at risk, and the study is 
in danger of not being completed on time which typically  
ensues poor communication, data integrity/quality and Trial 
Master File concerns, study conduct concerns, and/or lack of 
sufficient regulatory intelligence to mitigate protocol design 
risks (e.g., include compounds containing nitrosamine as 
comparators in a clinical trial) which lead to rejections and 
inevitable delays. When the options of resolving the crisis 
with the current provider have been exhausted, the sponsor 
may decide their best course of action is for the study to be 
“rescued” by another CRO.

Regardless of the reason for a CRO 
change, it is not a decision taken 
lightly by sponsors. 

The transition can be challenging and 
involve potential risks such as  
additional delays or loss of information.  
The incoming CRO not only has to 
demonstrate they are able to address 
the specific issues encountered on the 
project to date but also to design and 
execute a tailored transition plan with 
the incumbent vendor.

Selection of the right CRO is crucial for the success of a clinical trial  
program, and sponsors invest significant time and resources during the 
qualification process. In particular complex trials or studies in orphan  
indications, with their unique set of challenges, require a partner capable of 
successfully navigating through potential pitfalls to secure completion of 
the trial within the set timelines. 

In this paper, we cover regulatory aspects of study transition as an example of the functional area of critical 
impact and discuss strategies that we have employed in Ergomed for an effective transfer of regulatory  
responsibilities whilst maintaining regulatory compliance.
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No regulatory decision can be taken in isolation from those taken previously for a given trial or program. To 
successfully take over management of regulatory activities, the incoming Regulatory Manager will need a 
comprehensive overview of the trial’s regulatory history as well as its current status. They need to know the  
progress of regulatory/study start-up at a country and site level, preparation status of regulatory documents 
(e.g., past or planned amendments), and have access to a complete history of communication with  
competent authorities, along with any known regulatory concerns and commitments made by the sponsor. 

It is worth noting that transitioning only PDF/scan copies of the documents may not be sufficient. For  
effective and efficient management of amendments and other changes to the trial, the availability of  
documents in editable format is essential to allow for swift implementation of any revisions and updates to 
the existing documents. Equally important are the English translations of regulatory documents and agency 
communication, which play an essential role in facilitating central oversight and supervision of the study.

As it is the incoming CRO that is driving 
the transition, it is important for sponsors 
to verify that their new provider has an 
established process for transition,  
supported by transition plan templates 
and checklists. There is limited time to 
complete the project transfer, and it  
requires a concerted effort.

A complete list of documents and information  
expected to be transferred out by the outgoing 
CRO should be provided right at the launch of the 
rescue operation. For the transition of regulatory  
responsibilities, this includes a copy of the up-to-
date regulatory tracker, access to all regulatory 
documents produced for this study, copies of any 
regulatory communication, and a listing of all  
regulatory commitments.

Prerequisites for a successful transition 
of regulatory information  
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However, merely receiving and archiving the aforementioned  
information would only take the new CRO halfway through the 
duly executed transfer of regulatory information. Equally  
important for a successful transition is a diligent review of the 
information received for both completeness and consistency. It 
is a good practice to cross-check the content of the regulatory 
tracker against any documentation received and clarify any gaps 
or questions while the outgoing CRO is still involved.

It is Ergomed’s experience that 
use of a dedicated checklist 
during the review can greatly 
increase efficiency, accuracy, 
and consistency; an approach 
that has been praised by both 
clients and auditors.  

As an example, an  
excerpt from the  
Ergomed Regulatory  
Affairs Transition 
checklist is presented 

The critical outcome of the review should also be a complete list of all activities initiated or planned by the 
incumbent CRO that will need to be taken over and completed by the replacement CRO post-transition. It 
is crucial for the reviewer to take note of and log any pending regulatory requests and commitments along 
with the applicable deadlines to ensure continuity of regulatory activities and regulatory compliance of the 
trial. 
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Another essential step in the transition process is informing all concerned Competent Authorities and Ethics 
Committees/Institutional Review Boards about the CRO change. The reporting requirements vary across 
countries and regions. In some countries change of the CRO or CTA applicant is not considered a significant 
update, so Competent Authorities and Ethics Committees/Institutional Review Boards are only required to 
be notified. In others, such a change is treated as a substantial amendment and must be approved prior to 
implementation. 

Even in the European Union, where clinical trial requirements are harmonized, and the change of CRO is 
deemed non-substantial under the respective guidance, there are Member States, such as France or Bulgaria, 
that take a different stand on it and request a substantial amendment .

Depending on national requirements and specifics of local regulatory documents, the content of the  
submission package may be different and range from a simple notification letter to a revised application 
form accompanied by a set of updated documents. Particular attention should be paid to the regulatory  
documents that mention the CRO name, such as application forms, authorization letters, and in some cases 
also labels and insurance certificates. While it may not always be possible to have all documentation already 
updated at the time of the notification/amendment, at minimum a plan for their revision is advised to be 
included in the submission dossier, and updated versions should be notified to the authorities in due course.  
 
Differences in the reporting requirements and classification of the change have strategic implications. In 
countries where change of CRO is reviewed as a substantial amendment, pending regulatory/ethics approval 
can become a limiting factor for completion of the transition and should therefore be prioritized accordingly. 
On the other hand, we must acknowledge that there may also be situations when it is advisable to hold on to 
the reporting of CRO change, e.g., as this may disrupt an ongoing regulatory assessment of initial or  
amendment application and postpone it until the respective approvals are obtained in order not to hinder 
the clinical study start-up or salient protocol amendments related to safety, etc.  
 

Understanding these critical strategic considerations and regulatory minutiae is 
essential for an effectual execution of a regulatory compliant and fully operational 
transition.

1

1

This is applicable only to trials submitted and conducted under Clinical Trial Directive (Directive 2001/20/EC). For trials submitted under 
the Clinical Trial Regulation (Regulation (EU) No 536/2014), the classification of changes is fully harmonized and the change of CRO is 
regarded as non-substantial.  

Reporting CRO change to competent  
authorities and ethics
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SOLUTIONRISK IMPACT

Stalled regulatory/
ethics assessments 
for the applications  
submitted by the  
incumbent CRO

Gaps and errors 
in the regulatory 
status report 

Documentation  
transferred is  
incomplete or of 
poor quality 

Difficult  
collaboration with 
outgoing CRO or 
the incumbent non- 
responsive  

Delayed submission 
of the CRO change 
and postponed 
transition 

Further regulatory  
activities planned 
based on wrong 
assumptions 

Loss of regulatory  
information

Delayed transition

Loss of regulatory  
information

Delayed transition 

Utilise expertise of the rescuing CRO to expedite 
resolution of queries.

Ergomed regulatory team includes several 
ex-agency assessors experienced in drafting 
responses which are palatable to regulatory 
agencies.

Incoming CRO performing a cross-check review 
of the regulatory documents and tracker, with 
any issues identified during the review logged 
and resolved during the transition. 

Cleary outlined expectations for the outgoing 
CRO for documents and information transfer.

Early agreement from all stakeholders on the 
delivery timelines and escalation process. The 
involvement of the sponsor in these discussions 
is of paramount importance.

Optimise transition process to minimise the need 
for inputs from the outgoing CRO.

Early agreement from all stakeholders on the 
delivery timeliness and clarity of the escalation 
process. The involvement of the sponsor in these 
discussions is of paramount importance.

Management of regulatory risks
Risk management is an essential component of a robust transition strategy, and a discussion on this aspect 
should take place at the onset of the rescue operation and involve all stakeholders. An advantage of  
partnering with a CRO experienced in rescuing studies is that they understand the areas of risk and have the 
practical knowledge on how to effectively mitigate the potential threats, preventing any adverse impact on 
the trial.  
 
The regulatory risks may be pertinent to the project’s complex regulatory situation, such as ongoing  
regulatory assessments or unresolved queries from regulatory agencies, that can stand in the way of  
processing a new amendment to the study or which may be disrupted, complicated by change of regulatory  
applicant, poor quality of regulatory information, including gaps in the regulatory status report or lack of 
collaboration from the previous CRO affecting the progress of the transition. Examples of risks are presented 
below, along with some mitigation measures; however, it is important to note for a risk management plan to 
be effective, it should be based on a thorough assessment of the project’s particulars and regulatory track 
record, with measures that embrace the trial scope and sponsor’s objectives. 
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Even with diligent preparation and rigorous selection of a CRO partner, many clinical trials will experience 
hurdles leading to the study getting off track and requiring an intervention to safeguard critical milestones. 
When a study needs to be rescued, the transition to the new CRO should be swift, the clinical trial can 
continue undisrupted and in compliance with regulatory requirements. Sharing regulatory information and 
ensuring timely execution of regulatory commitments are significant in any transition and exemplify the 
principles, challenges, and pitfalls of any transition. Successful transition requires a structured approach with 
clearly defined responsibilities and accountabilities and a steady engagement of all stakeholders. A robust 
transition plan, executed by an experienced partner along with the use of the proven transition tools and 
checklists can significantly increase the efficiency of transition, while effective risk management can reduce 
the costs and anxiety associated with the study transfer, bringing the much-needed improvement in the  
clinical trial or campaign. 

Ergomed has a proven track record 
in rescuing studies and helping our 

clients achieve their milestones. 

Thanks to our holistic approach to patient enrolment and retention (Ergomed CARE™), we find solutions to  
recruitment hurdles even for the most complex trials including those in rare diseases. In addition to  
operational excellence and our global regulatory affairs team, we give you access to the team of clinical and  
scientific experts who assist in removing barriers in your drug development programs, helping to accelerate 
your product’s path to the market.

We offer a tailor-made solution for transition, 
cognizant of every trial’s unique status and  

challenges and going above and beyond especially 
for clinical campaigns that involve several  

jurisdictions and staggered submissions have been 
agreed upfront with the incumbent CRO.

ABOUT ERGOMED

Founded in 1997, Ergomed is dedicated to the provision of global specialized services in the pharmaceutical 
and biotech industry. Today, Ergomed supports pharmaceutical companies with services spanning all phases 
of clinical trials, post-approval pharmacovigilance, and medical information. Recognized internationally in 
both rare disease and oncology drug development for its expertise, Ergomed offers a full range of quality 
clinical research and clinical trial management services along with an industry-leading suite of specialized 
pharmacovigilance solutions. 
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