What you need to know about ICH GCP E6 (R3) and the updated UK clinical trials regulations 
What’s happening?
As many of you are aware, the way we do Clinical Trials of Investigational Medicinal Products (CTIMPs) in the UK is changing, these changes have two sources.  The first is to the UK clinical trials regulations themselves.  The second is to ICH GCP E6, from (R2) to (R3). Both changes go into effect on the 28th of April 2026.  It’s also important to note that ICH GCP E6 (R3) is now incorporated 
into UK legislation.  
What hasn’t happened yet?
We don’t yet have the MHRA’s UK GCP Implementation Guidance and transition policy for ICH GCP E6 (R3).  We’re expecting this to be published in December 2025, and it will have a bearing on the KHP-CTO Training Team’s courses and materials.
What do these changes mean for KHP Staff?
For most staff, particularly those working at a site level, the changes will only start to appear when you start working on new trials that are designed and set-up under the new regulations.  Therefore, for the majority of staff, these changes won’t have an immediate effect.  However, for certain roles, there will be changes that will affect you and how you oversee your studies.  These include Chief Investigators (CIs), Principal Investigators (PIs), and anyone involved with sponsor-level duties (trial managers, CRAs, etc.).  
· For these staff (CIs/PIs/sponsor staff); ICH GCP E6 (R3) compliant training will be provided from mid-January 2026 – we will email you in the coming weeks when the sessions are available for booking.  
· In addition, all staff involved in clinical trials will have the opportunity to attend a short course covering the key changes.  
· Please rest assured that the KHP-CTO Training Team are here to support you through 
these changes.
Below is a summary of the key changes to the regulations due to ICH GCP E6 (R3), links at the end 
of this document include more details. 
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Proportionate and risk-based approach to clinical trials 
Under the current regulations and ICH GCP E6 (R2), trials follow a ‘one size fits all’ model - whether they’re low-risk studies examining an approved IMP, or high-risk Phase I studies; the requirements and processes are the same.
Under the new regulations this will change.  As new studies are set-up, what you’re expected to do will be proportional to the risk of the study.  Prior to a new trial being started, the sponsor and CI will conduct a detailed risk assessment to determine what processes and procedures would be proportionate relative to the risk of the trial. For most staff, you’ll only notice this change once new studies begin to be set-up.  For staff who work on lower-risk studies, the new trials will (hopefully) be easier to manage.  
Please note, much like now, you should always follow what the trial protocol says.   
Redefined sponsor and investigator responsibilities
Under the new regulations the responsibilities of the sponsor and investigator will be redefined.  The level of investigator oversight will now need to be proportionate to the importance of the data being collected and the risks to trial participants.  Likewise, how much oversight sponsors will need to have of sites and vendors should be fit for purpose and tailored to the risk of the study.  
Source data for the trial will now need to be defined by the principal investigator.  
ICH GCP E6 (R3) now includes requirements for data governance - a responsibility shared by investigators and sponsors.
Monitoring
Sponsors will be required to develop a monitoring plan that is tailored to the identified potential safety risks, the risks to data quality, and/or other risks to the reliability of the trial results.
ICH GCP E6 (R3) now has guidance for sponsors to perform centralised monitoring. 
Monitors will be required to review and document meta-data (this is the information attached to electronic data i.e. who entered the data and when) for trial data. ICH GCP E6 (R3) requires that this is undertaken in a more systematic manner than before. 
Increased support for the use of digital technology
The new regulations will make the incorporation of technology into clinical trials easier.  This could mean moving to digital consent, electronic TMF systems, or wearable devices to collect data.  Much of this technology already exists and can (in theory) be used, however, the current regulations often make it extremely challenging to incorporate technologies into trials. 
Role-based proportional training
The training required for staff will be changing.  Currently, all staff, regardless of their level of involvement in clinical trials, require roughly the same training 
(e.g. GCP training, study protocol training, study procedure training).  Under the new regulations, training will be proportional to what’s required for your role.  For staff with minor involvement in trials (where their involvement doesn’t differ from their
 normal clinical role), little, if any, training 
will be required.  
Consent process 
Currently for all CTIMPs a Participant Information Sheet (PIS) and Informed consent form (ICF) is required to ensure participants are informed about the study and that their decision to participate is documented.  Under the new regulations, how consent can be conducted and documented can vary depending on the risk of the study.  This means the consent process for low-risk studies could look different.  It could mean moving to consent conducted online and documented digitally, it could mean using videos to inform participants.  The reasoning for the type of consent to be used for a study will need to be detailed in the protocol.  
Assent process
For participants who don’t have the capacity to consent (both minors and adults), assent will be required, and the requirement to explain the study to participants’ level of understanding will continue.  To clarify, these are things that KHP already expect from their research teams, but ICH GCP E6 (R3) will make this a requirement. 
Changes to who can be a CI/PI
Currently, being a CI or PI is mostly limited to physicians and dentists, with limited exceptions.  Under the new regulations, this will be expanded, and the CI and PI can be any healthcare professional if deemed appropriate for the study.  
Changes to systems, 
data collection and records
Under the new regulations, the systems that we use, the data collected, and the records retained should be ‘fit for purpose’, and should be proportionate to the importance of the data they capture and to the risks to participants.
Transparency 
Currently the REC requires us to register studies to a publicly available database as a condition of approval.  Under the new regulations, this registration will become a legal requirement.  Likewise, for uploading the summary of results after the study has been completed, this is required to be done within 12 months of the sponsor’s submission of the End of Trial (EOT) notification. 
Participant population 
Currently there is no requirement that the participants in our studies reflect the anticipated patient population for which the treatment being investigated is applicable.  Under the new regulations, this will change, and the participant population in our studies should reflect the intended patient population for which the treatment being investigated is applicable.  Please note, this won’t be required for all studies (i.e. Phase I trials) and will need to be assessed for each trial. 
Trial burden and 
clinical trial feasibility 
Clinical trials should be designed to be operationally feasible and minimise unnecessary complexity.  
The burden the study procedures and processes place upon each participant 
and the investigators must be proportional to the importance of the data collected and the safety of the participant.  This will hopefully require sponsors to reduce the complexity of trials whilst still achieving the objectives 
of the trials.



Vendor management 
Vendors (e.g. external statistics contractors) will now be referred to as ‘service providers’.  The sponsor and CI will continue to select service providers for studies - this isn’t going to change – however, under the new regulations, the final choice for the use of a service provider at a site will ultimately reside with the CI and is the CI’s responsibility. 
Quality by design 
Under ICH GCP E6 (R3), there’s a requirement for Quality by Design (QbD), which means building quality into the trial design and processes, and identifying the factors that are critical to ensuring trial quality.  This is an approach that KHP already take. 
Ongoing review 
of scientific knowledge
Sponsors and CIs are now expected 
to conduct a periodic review of current scientific knowledge and approaches, to determine whether modifications to their trials are needed.  This allows the trial 
to benefit from the release of relevant unanticipated information.
Trial Files 
Under the new regulations, the TMFs and ISFs should be created and maintained in line with a risk proportionate approach: The importance and relevance of the records should be accounted for. This should reduce the amount of filing required, especially for low-risk studies.  In addition, any changes we make to the TMF of ISF should be traceable. 

Updated MHRA and HRA process 

IRAS to be replaced 
The Integrated Research Application System (IRAS) - the system that we use to submit studies to the MHRA and REC is to be replaced with a new system called Plan and Manage Health and Care Research (PAMHACR) which is the worst acronym ever.  
Submissions 
The submission process is to be overhauled and several types of studies will be referred 
to as ‘notifiable only’ studies (primarily 
low-risk studies and studies already approved in the USA or Europe), which means automatic MHRA approval, however, 
REC approval is still required.

Amendments (modifications) 
As per the new regulations, ‘amendments’ 
will now be called ‘modifications’. This change is to be consistent with Europe. Previously we had two categories of amendments: Substantial and non-substantial.  Now there will be three: Substantial modifications, modifications of an important detail, 
and minor modifications.
Urgent Safety Measures (USMs)
The notice period for sponsors to give notice to the REC and MHRA for an USM will be extended. Instead of the current timeframe of three calendar days, sponsors will now have up to seven calendar days  
SUSAR reporting
SUSARs will only be reported to the MHRA. 
If the MHRA identify issues requiring ethical review, the MHRA will liaise with the REC.

Joint statement by the MHRA and NIHR re ICH GCP E6 (R3) (Oct 2025) 
“At present, the UK continues to recognise ICH GCP E6 (R2) as the applicable standard under the UK Clinical Trials Regulations - The Medicines for Human Use (Clinical Trials) Regulations 2004 (as amended). While the ICH GCP E6 (R3) guideline has been finalised, the implementation date is up to each ICH member to determine. As you may be aware, the UK is in the process of updating its own national legislation (to implement Statutory Instrument 2025/538) and has made the decision to implement ICH GCP E6 (R3) at the same time as the revision to our legislation to minimise disruption and multiple revisions to systems and processes within a short space of time. The implementation date for ICH GCP E6 (R3) and the revision to The Medicines for Human Use (Clinical Trials) Regulations will come into effect on the 28th of April 2026.  Prior to this, it is expected that ICH GCP E6 (R2) is followed, but that work commences to prepare for the implementation date.”
“The MHRA will be issuing guidance and dependencies in December 2025. With their endorsement, the NIHR are moving ahead with our learning update now to ensure relevant learning is available as early as possible. This is intended to be available on this same timeline.” 
“The NIHR and MHRA are aware sponsors have enquired about research delivery teams having ICH GCP E6 (R3) compliant GCP training now. This is being managed through standardised guidance to sponsors and through additional information in current learning.”
Updates to key definitions 
Subject –> Participant 
Amendment –> Modification 
Source Documents -> Source Records
Essential Documents -> Essential Records 
Trial Site -> Trial Location 
Links 
NIHR summary of changes: Summary of Key Changes in the ICH E6 (R3) Guidelines
NIHR Learn: https://learn.nihr.ac.uk/ (requires NIHR login)
NIHR FAQ Page: https://learn.nihr.ac.uk/mod/forum/discuss.php?d=834 (requires NIHR login)
HRA Guidance: Guidance on changes to the clinical trials regulations - Health Research Authority
MHRA clinical trials: Medicines: clinical trials hub - GOV.UK
ICH GCP E6 (R3): ICH_E6(R3)_Step4_FinalGuideline_2025_0106.pdf

Contact, If you have questions, comments or concerns: 
khp-ctotrainingteam@kcl.ac.uk 
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