Updates to the Clinical Trial Regulations	Comment by Chris Cole: When someone selects a link to the new clinical trials regulations guidance (which will be placed throughout our existing guidance and in our external communications when it's published) this content will form the landing page which will be the first page they see.

This page will have 7 links leading to the 7 sections of our guidance, each on a separate webpage and communicating what will change when the new regulations come into force. 

The 7 sections users will be able to navigate to are:
1) Definitions & Terminology 
2) Research Transparency requirements for Clinical Trials 
3) The Approval process for Clinical Trials 
4) Research Ethics Committees that review Clinical Trials 
5) Consent arrangements for Clinical Trials 
6) Pharmacovigilance 
7) Good Clinical Practice for Clinical Trials 

In the UK, the regulation of clinical trials involving investigational medicinal products (CTIMPs) is governed by the Medicines for Human Use (Clinical Trials) Regulations 2004, as amended. On [TBC] 2025, the UK Parliament and Northern Ireland Assembly approved changes to these regulations. These updates were based on a public consultation conducted in 2023, which sought input from various stakeholders on beneficial changes to the existing legislation.	Comment by Chris Cole: Throughout this document "[TBC] 2025" refers to the date that the updates to the regulations are approved by the UK Parliament.

"[TBC] 2026" refers to the date that the new regulations will come into force (meaning one year from when the UK Parliament agrees the change in legislation).
While Parliament has approved the updates, the new regulations will not come into force until [TBC] 2026. When the new regulations do come into force they will apply across all four nations of the UK (England, Wales, Scotland and Northern Ireland). Starting from this date, all clinical trials in the UK will be required to comply with the updated regulations. To help you understand and prepare for the new requirements, we have developed guidance that outlines the changes.

· Definitions & Terminology
· Research Transparency requirements for Clinical Trials
· The Approval process for Clinical Trials
· Research Ethics Committees that review Clinical Trials
· Consent arrangements for Clinical Trials
· Pharmacovigilance
· Good Clinical Practice for Clinical Trials

Feedback or queries on this guidance 
If after reading this guidance you have any queries regarding the new trial regulations, or feedback on the guidance please feel free to contact us at _. All feedback is welcomed and will be considered when planning our future outputs and guidance changes relating to the new trial regulations. 	Comment by Chris Cole: Throughout this document highlighted text means an email address or link to supporting guidance that is not yet known/available, but will be when the guidance is published.



[bookmark: _Definitions_&_Terminology]Definitions & Terminology 	Comment by Chris Cole: This will be the landing page for the Definitions & Terminology section of the guidance. It will link to 3 sub-sections (each on their own webpage) covering what will change when the new regulations come into force.

The sub-sections will be:
1) New Definitions
2) Updates to existing definitions 
3) Update to amendment terminology 
The new clinical trial regulations will update some of the terminology in the current legislation. This will include introducing new terms and updating the definitions for some existing terminology. This guidance provides information on the changes to the terminology set out in the legislation. 
From [TBC] 2026, our existing guidance will be updated to ensure that the terminology we use matches the updated terminology in the legislation where appropriate. 
· New Definitions 
· Updates to existing definitions 
· Update to Amendment terminology 

Feedback or queries on this guidance 
If, after reading this guidance, you have any queries regarding the new trial regulations or feedback on the guidance, please feel free to contact us at _. All feedback is welcomed and will be considered when planning our future outputs and guidance changes relating to the new trial regulations. 
 
[bookmark: _New_Definitions]New Definitions 
The following terminology will be introduced into the clinical trial regulations
Notifiable trial 
A 'notifiable trial' will be defined as a trial with no significant safety concerns relating to any of the investigational medicinal products (IMPs), as far as the sponsor is aware of having made reasonable enquiries. 
For further information on notifiable trials and how they will be approached under the new clinical trial regulations, you can view our 'notifiable trials' guidance page or the MHRA's guidance on notifiable trials. 

Non-investigational medicinal product 
A non-investigational medicinal product is a medicinal product that will be used in a clinical trial, as described in the protocol, but not as an investigational medicinal product. For further guidance on what would qualify as a non-investigational medicinal product, we recommend you view the MHRAs' guidance. 
 
Public Registry 
A public registry will be defined as a primary or partner registry of, or a data provider to, the WHO International Clinical Trials Registry Platform, provided that the registry, or the data provider, facilitates public access to information about the trial in the United Kingdom. 


[bookmark: _Updates_to_existing]Updates to existing definitions
The following terminology in the clinical trial regulations will also be updated as described below. 

Authorised healthcare professional 
This term and its definition in the current legislation will be removed when the new regulations come into force. 

[bookmark: _Health_care_professional ]Health care professional 
The new regulations will update 'health care professional' about a CTIMP, to be defined as either a: 
· doctor 
· dentist 
· registered nurse as defined in regulation 8(1) of the 2012 Regulations 
· pharmacist 
· a person registered in a register of ophthalmic opticians maintained under section 7 of the Opticians Act 1989
· a person registered in the Health and Care Professions Council register (as defined in regulation 8(1) of the 2012 Regulations) as a member of a relevant profession within the meaning of article 2 of and paragraph 1 of Schedule 3 of the Health Professions Order 2001(e) 
· registered osteopath as defined by section 41 of the Osteopaths Act 1993
· a registered chiropractor as defined by section 43 of the Chiropractors Act 1994
· a person registered under the Anaesthesia Associates and Physician Associates Order 2024 
· registered midwife as defined in regulation 8(1) of the 2012 regulations
 
Chief Investigator  
In relation to a clinical trial conducted at a single trial location this will be the investigator for that location.
In relation to a clinical trial conducted at more than one trial location, this will be a health care professional, whether or not that health care professional is an investigator at any particular location, who will take primary responsibility for the conduct of the trial.
Under the current clinical trial legislation, a Chief Investigator must be an ‘authorised health care professional’. The new regulations will instead require a CI for a clinical trial to meet the definition of being a ‘health care professional’. 
 
Participant (formerly 'subject') 
The new regulations will replace 'subject' with 'participant'. The definition of a participant in a clinical trial will continue to be an individual, whether a patient or not, who participates in a clinical trial either as a recipient of an investigational medicinal product (or of some other treatment or product) or without receiving any treatment or product, as a control. 

Trial location (formerly 'trial site') 
The new regulations will replace the term' trial site' with 'trial location'. The definition of trial location, in relation to a clinical trial, will mean a hospital, health centre, surgery or other establishment, or facility or premises at or from which a clinical trial, or any part of such a trial, is conducted. 
 
Investigator 
The new regulations will define an investigator, in relation to a clinical trial, as a health care professional responsible for the conduct of that trial at that trial location (or, if there is more than one, the trial locations) and are responsible for the conduct of the trial by any health care professionals at that location or locations. 


[bookmark: _Update_to_‘amendment’]Update to ‘amendment’ terminology
[bookmark: _Int_ygjd5sci]From [TBC] 2026, we will no longer use the term ‘amendment’ for changes to approved trials. Instead, we will use ‘modification’.
Modifications will be grouped into three categories:
1. Substantial modifications
2. Modification of an important detail
3. Minor modifications

[bookmark: _Substantial_modifications]Substantial modifications
These changes are likely to substantially impact the trial and must receive approval or a favourable opinion from the MHRA or REC (whichever regulatory body should review it). 
Substantial modifications will be further classified as:
• Route A substantial modifications – changes likely to substantially impact participant safety or rights or the reliability or robustness of trial data

· Route B substantial modifications – changes likely to substantially affect the reliability or robustness of the trial data but not participant safety or rights
The MHRA and/or REC will review substantial Route A modifications. Route B substantial modifications will need REC review but will receive automatic approval from the MHRA subject to confirmation that they meet the criteria. The MHRA guidance provides more details.
[bookmark: _Modification_of_an]
Modification of an important detail
A modification of an important detail is a change that does not significantly impact participant safety or rights, which the MHRA or REC only need to be made aware of it for administrative or oversight purposes.  
The following table provides examples of modifications classified as substantial or a modification of an important detail. 
	  Modifications to the clinical trial protocol
	Substantial modification 
	Modification of an important detail 

	Changes to the trial identification  
	  
	× 

	Increase in duration of the trial, provided that the exposure to treatment is not extended, the definition of the end of trial is unchanged and there is no change to monitoring arrangements. 
	  
	× 

	Non-significant change to the number of participants planned in the UK as a whole or at individual trial sites, provided that there is no change to the total number of participants in the trial or the increase/decrease is insignificant in relation to the overall sample size. 
	 
	× 

	Change to contact details for sponsor, sponsor representative or chief investigator. 
	  
	× 

	Change of Principal Investigator at a non-NHS/HSC trial site  
	  
	× 

	Addition of new non-NHS/HSC trial sites not listed with the original request for authorisation and REC application.  
	  
	× 

	Changes to a protocol approved under the 2004 CTR that are only to provide alignment with the CTR requirements, including technical or organisational measures 
	  
	× 

	Change of the sponsor’s legal representative   
	  
	× 

	Change of the sponsor   
	  
	× 

	Temporary halt of the trial or temporary halt at a trial location  
	× 
	  

	Re-start of the trial following a temporary halt  
	× 
	  

	Significant changes to participant information sheets, consent forms, letters to GPs or other clinicians, letters to relatives/carers, etc. (whether generic to the whole study or specific to a particular trial site).  
	× 
	  

	Significant changes to recruitment and consent procedures, including the inclusion of adults lacking capacity in the trial.  
	× 
	  

	Significant increase or decrease to the radiation exposures to participants from the protocol.  
	× 
	  

	Change of insurance or indemnity arrangements for the trial  
	× 
	  

	Change to the payments, benefits or incentives to be received by participants or researchers in connection with taking part in the study, or any other change giving rise to a possible conflict of interest on the part of any investigator/collaborator.  
	× 
	  

	Change of the Chief Investigator.  
	× 
	  

	Any other significant change to the conduct or management of the trial at particular trial sites.  
	× 
	  

	Any other significant change to the terms of the original REC application  
	× 
	  

	Change of the main objective of the trial  
	× 
	  

	Change of primary or secondary endpoints likely to have a significant impact on the safety or scientific value of the trial  
	× 
	  

	Protocol amendments due to new toxicological or pharmacological data or new interpretation of toxicological or pharmacological data which is likely to impact on the risk/benefit assessment  
	× 
	  

	Addition of a trial arm or placebo group  
	× 
	  

	Significant change of inclusion or exclusion criteria (for example age range) likely to have a significant impact on the safety or scientific value of the trial.  
	× 
	  

	Change of a diagnostic or medical monitoring procedure likely to have a significant impact on the safety or scientific value of the trial.  
	× 
	  

	Withdrawal of an independent data monitoring committee.  
	× 
	  

	Change of IMPs.  
	× 
	  

	Change of dosing of IMPs. 
	× 
	  

	Change of mode of administration of IMPs.  
	× 
	  

	Any other change of study design likely to have a significant impact on primary or major secondary statistical analysis or on the risk/benefit assessment.  
	× 
	 


 
[bookmark: __Minor_modifications]Minor modifications
Minor modifications are changes that do not significantly impact participant safety or rights and do not change an important trial detail. These can be implemented anytime without informing the MHRA or REC, though other approvals may be required.

How to categorise and submit modifications
The amendment tool will be updated when the new clinical trials regulations come into force on [TBC] 2026. This will:
• reflect on the new terminology
• provide guidance on submitting modifications for review
From [TBC] 2026, you will still need to complete the modification tool, capturing trial details and the proposed change, before submitting it.

Further guidance
Visit our Amendments guidance page for more information on submitting modifications and how we process them under the new regulations. The MHRA’s guidance also explains the changes.




[bookmark: _Research_Transparency_requirements]Research Transparency Requirements for Clinical Trials 	Comment by Chris Cole: This will be the landing page for the Research transparency section of the guidance. It will link to 6 sub-sections (each on their own webpage) covering what will change when the new regulations come into force.

The sub-sections will be:
1) Registering your trial  
2) Publishing your trial results  
3) Offering to share a summary of results with participants and other relevant persons 
4) Deferrals  
5) Deferrals in Phase 1 trials  
6) Waivers  

The new clinical trial regulations will introduce new legal requirements to promote research transparency in CTIMPs in the UK. 
If you sponsor a CTIMP from [TBC] 2026, you'll need to:
· register a clinical trial in a public registry before the recruitment of the first participant or within 90 days of approval, whichever is sooner

· publish a summary of the results within 12 months of the end of the trial

· where appropriate, offer to share a summary of the results with participants or relevant individuals. This should be in a suitable format and in a manner that's understandable to participants or those who may have provided consent on behalf of the participant or other relevant persons.
Where justified, deferrals (and, in rare cases, waivers for national security reasons) to these new requirements will be allowed. 
Failure to comply with the requirements to register or publish a summary of results (in the absence of any deferral or waiver) will constitute an offence under the new legislation and, if not rectified, may result in action being taken by the MHRA. For further information, we recommend you view the MHRA's guidance. The following pages will provide more information on the new requirements.
Content List:
· Registering your trial  
· Publishing your trial results  
· Offering to share a summary of results with participants and other relevant persons  
· Deferrals 
· Deferrals in Phase 1 trials  
· Waivers  
Feedback or queries on this guidance
If, after reading this guidance, you have any queries regarding the new trial regulations or feedback on the guidance, please feel free to contact us at _. All feedback is welcomed and will be considered when planning any changes to our guidance regarding the new clinical trials regulations.
 
[bookmark: _Registering_your_trial]Registering your trial
From [TBC] 2026, you'll need to register your trial on a 'public registry' before you recruit your first participant or within 90 calendar days of approval, whichever is sooner. 
A 'public registry' means a primary or partner registry of, or a data provider to, the WHO International Clinical Trials Registry Platform. 
Specifically, the registry, or data provider, must facilitate public access to information about the trial in the United Kingdom. Registration with the EU Clinical Trials Information System (CTIS) will not satisfy this requirement for trials in the EU as it does not provide sufficient visibility of UK trials.
Which trials does this requirement apply to
Whether your trial will need to meet this legislative requirement will depend on when you submit it. If you submit an application for a CTIMP from [TBC] 2026, you must register it in line with the new legal requirements.
If your trial is submitted before [TBC] 2026 and its end date (as defined in the trial protocol) is before this date, the new legislative requirements for trial registration will not apply.
Trials submitted before [TBC] 2026 that have not been registered by [TBC] 2026 and have an end date at any point from [TBC] 2026 must be registered in line with the new legal requirements. In these cases, the point by which you need to register will depend on whether you have already recruited a participant. If the first participant:
· has not yet been recruited, you must register for the trial within 90 calendar days of the new regulations coming into force (TBC 2026) or before you recruit your first participant, whichever is sooner.
· has already been recruited you must register for the trial within 90 calendar days of the date the new regulations come into force (TBC 2026).
If the sponsor decides to abandon a clinical trial before any trial procedures set out in the protocol (for example, patient screening or consent) have been initiated and before 90 calendar days after the date of approval, then you'll not need to register the trial.
Which public registry should be used?
[bookmark: _Int_qWKgsVjw]You should use ISRCTN or ClinicalTrials.gov as these both feed in to ‘Be Part of Research', an online service run by the National Institute for Health and Care Research (NIHR). ‘Be part of Research’ helps members of the public understand what research is, what it might mean to take part, and what research is currently happening across the UK.
How to register a trial with these registries
When you submit your application in IRAS we will share some basic information on your trials with ISRCTN to support your registration. This does not mean that the trial is registered with ISRCTN. ISRCTN will contact you to get additional details so they can complete the registration.
If you would rather register your trial with ClinicalTrials.gov than ISRCTN, you can inform us of this in your application (in 'Section C' of the Study Information section). If you let us know in your application that you intend to do this, we will not pass the trial details to ISRCTN.
What should be done once a trial is registered?
If you've registered your trial with ISRCTN, they'll notify us once the registration is complete, meaning you'll not have to do anything further. 
If you registered your trial with ClinicalTrials.gov, you should email the HRA to let us know it has been registered.
Requesting a deferral or waiver for this requirement
You can request a deferral or, in exceptional circumstances, a waiver. For further information, please see our guidance on the deferrals and waiver process for the transparency requirements in the new regulations.
If your trial is a Phase 1 CTIMP only involving healthy volunteers, then it will automatically be given a deferral for the transparency requirements for 30 months after the end of the trial.

[bookmark: _Publishing_your_trial]Publishing your trial results
From [TBC] 2026, if you’re the sponsor a CTIMP, you'll need to publish a summary of results within 12 months of the end of your trial (as defined by your study protocol). This 12-month limit will also apply to paediatric CTIMPs. The only exception will be if you have a deferral or waiver. 
Which trials does this requirement apply to?
This requirement will not apply if your CTIMP was submitted or approved before [TBC] 2026 and its end date (as defined in the trial protocol) is before. If your CTIMP is submitted from [TBC] 2026 or submitted/approved before then, but its end date is after [TBC] 2026, you'll need to publish a summary of your trial results in line with the new regulations.
How you should publish a summary of your results
Your summary of the results should be published in the same registry the trial was registered with. 
Requesting a deferral or waiver for this requirement
In some circumstances, you can request a deferral or a waiver. For further information, please see our guidance on the deferrals and waiver process for the transparency requirements in the new regulations.
If your trial is a Phase 1 CTIMP only involving healthy volunteers, then it will automatically be given a deferral for the transparency requirements for 30 months after the end of the trial.

[bookmark: _Offering_to_share]Offering to share a summary of results with participants and other relevant persons
From [TBC] 2026, it's expected that any participants in CTIMPs and/or other relevant persons will be offered a summary of the trial's results. The summary results should describe the trial's results as a whole, not the participants, and must be written in an understandable manner to the general public. 
If you're involved in the design of CTIMPs from [TBC] 2026, you'll need to consider how you'll offer to share results with your participants and, where applicable, other relevant persons. 
You'll need to include detailed information about your proposed approach to sharing findings with your participants in your application for ethics approval. You should also ensure your participant information material is clear that this will happen and how.
Where the participant will likely not have the capacity to provide their consent at the time of recruitment or loses the ability to provide their consent during the study, then a summary of results must be offered to other "relevant persons". This might include:
· a parent of, or someone with parental responsibility for, or a legal representative where the participant is a child (under 16 years of age). This should normally be the person who provided consent on behalf of the child to participate
· if the participant was a child at the time of recruitment but reaches the age of 16 by the time the summary results are to be provided, then these should be offered to the participant and the person who originally provided consent for their involvement
· the legal representative who provided consent on behalf of an adult lacking capacity
· where the participant has lost the capacity to provide consent after the start of the trial or has died, the summary of results should be offered to someone who is engaged in caring for the participant or is interested in the participant's welfare, for example, their legal representative (if there is one) or their next of kin
Which trials does this requirement apply to?
This legal requirement does not apply if your CTIMP was submitted or approved before [TBC] 2026. However, all CTIMPs submitted after [TBC] 2026 must comply with this requirement, unless a deferral or waiver is agreed for your trial.
However, as a matter of good practice, we expect findings to be communicated to participants unless there is a good reason not to.
How should participants be offered to receive trial results?
For further guidance on why this is important and resources on how to do this effectively, you can view our Communicating Study Findings to Participants page on the HRA website. Unless a deferral or waiver is agreed upon for your trial, you'll be expected to share trial results within 12 months of the end of the trial being declared. 
Requesting a deferral or waiver for this requirement
In some circumstances, you can request a deferral or a waiver. For further information, please see our guidance on the deferrals and waiver process for the transparency requirements in the new regulations.
If your trial is a Phase 1 CTIMP only involving healthy volunteers, then it will automatically be given a deferral for the transparency requirements for 30 months after the end of the trial.


[bookmark: _Deferrals_for_CTIMPs][bookmark: _Deferrals_NaN]Deferrals
The guidance pages for registering your trial, publishing your trial results and offering to share results with participants describe the transparency requirements CTIMPs must comply with when the new regulations come into force. 
It's appreciated that in some cases, for example, a sponsor may need to defer these activities to protect confidential commercial information. In these cases, you can request a deferral to the timeframes in which you're expected to register your trial, publish the results or share results with participants.
Phase I CTIMPs involving healthy volunteers will be automatically given a deferral. Please see the page 'Deferrals for Phase 1 trials' for further information. Other CTIMPs will need to apply for deferrals. The following sections will give you information on deferrals and how you'll be able to request them.
Content List:
· Requesting a deferral
· What should you do once a deferral is agreed upon?
· How can you extend the deferral period?
· What should you do once the deferral period is over?
Requesting a deferral
You can request a deferral to meet the transparency requirements at any point during or after your trial has been approved. 
Requesting an initial deferral for your trial
To request an initial deferral from the transparency requirements, including registration, your trial must not have recruited any participants by that point and must have been approved less than 90 calendar days ago. 
How you will request a deferral depends on when you identify needing one. 
If you know you'll need to defer when preparing your application, you can identify this in your application (in part C of the study information question set). In your submission, you'll also need to clarify why you need a deferral for your trial. Confirmation of whether a deferral has been agreed upon will be included in your notification after the Favourable opinion is given.
If you identify that you need to defer the registration requirement after submitting your application, you can request a deferral by contacting deferrals@hra.nhs.uk. You'll receive a confirmation on whether the deferral has been agreed upon within 10 days of us receiving the request. The confirmation will also detail the end date for the deferral. 
When will a deferral be agreed?
Requests for deferral will normally only be agreed where it is necessary to protect commercially confidential information. 'Commercially confidential information' means any information contained in the data or documents that is not in the public domain or publicly available and where disclosure may undermine the legitimate economic interest of the sponsor. Other reasons may be considered, but only where a strong justification is provided.  
We expect deferral requests to protect commercially confidential information to only be submitted for early-phase clinical trials.  
How long will a deferral initially be given for
Where a deferral is agreed it will be for 30 months from the end of the trial, as defined within the clinical trial protocol. This initial deferral will cover all transparency requirements (registration, publication of a research summary, and offering to share summary results with participants). 
What's required once a deferral is agreed
If a deferral is agreed, we still may need you to carry out some additional activity to make your trial as transparent as possible.
As part of the conditions of the deferral you should publish a minimal record on a publicly accessible registry. The information we expect the minimal record to capture for your trial on a publicly accessible registry includes the following:
· registry number 
· IRAS ID 
· investigator name and site address 
· sponsor name and address 
· REC decision and date of decision 
· nature of clinical trial (for example, bioequivalence in 24 healthy volunteers) 
· date of start of trial 
· date of end of the trial in the UK, EU member states (if applicable) and globally (if applicable)
· date of start of recruitment 
· date of end of recruitment 
· justification of deferral
This should be done within 90 days of your trial being approved and before the first participant is recruited. When you've done this, you should email deferrals@hra.nhs.uk to let us know the registration number.
What should you do once the deferral period is over
If you have had a deferral in place to meet any of the transparency requirements and it's ending, you'll need to fulfil the requirements set out in the new legislation. This should be done before your deferral period has ended. 
Extending the deferral period
In exceptional circumstances, if you're nearing the end of the original deferral period and there is a justifiable reason it needs to be extended, you'll be able to request this. The process for requesting an extension to a deferral is the same in all cases, regardless of whether you're looking to extend a deferral agreed for the trial registration, publication of summary results, or sharing results with participants.
However, we would not normally grant a further deferral of the registration element 30 months following the end of the study unless the sponsor can provide strong justification for doing so. Deferrals after the initial 30-month period will normally only be granted for publishing the summary of results and, where necessary, sharing results with participants' requirements.
You'll be able to request an extension to a deferral at any time before the expiry of the previous deferral. To request this, you'll need to email deferrals@hra.nhs.uk at least 10 working days before the end of the deferral period. In your email, you should include:
· the relevant trial’s IRAS ID
· confirmation of whether you're looking to extend your deferral for meeting all the relevant research transparency requirements or only specific ones (for example, only publication of a summary of results)
· clear justification for why you need to extend the deferral period
You'll be notified whether an extension has been agreed upon within 10 days of submitting your request. If the extension is agreed upon, the deferral period will be extended by 30 months. If, during the 30-month extension, you determine you need to extend the deferral period further, you can request another extension by following the above process.
Any agreed extensions to the deferral period will extend the previous deferral by another 30 months. 
You will be able to defer up to a maximum of 10 years from the end of the trial. After 10 years, you'll not be able to defer registration any further and will have to comply with the transparency requirements.
Trials with a deferral in place before [TBC] 2026
If your CTIMP is approved, has a deferral in place and is still ongoing by [TBC] 2026, the deferral's end date will be extended to 30 months after the end of the trial. You'll not need to do anything to have this extension applied; it will be updated automatically. If you choose not to use this extension for the deferral period (meaning you decide to register your trial, publish it, or share the results earlier), then you can do so. It will be the sponsor's choice as to whether the extended deferral period is used.
If your CTIMP is approved and has a deferral in place by [TBC] 2026, but the end of the trial has already been declared, the deferral will not be automatically extended. However, you will be able to request an extension if required by following the process outlined in the previous sub-section ('How can you extend the deferral period?') on this page.
[bookmark: _Deferrals_in_Phase]Deferrals in Phase 1 trials
A "Phase I trial" means a clinical trial to study the pharmacology of an investigational medicinal product when administered to humans, where the sponsor and investigator have no knowledge of any evidence that the product has effects likely to be beneficial to the trial participants.
If you submit a Phase 1 CTIMP only involving healthy volunteers from [TBC] 2026, it will automatically be deferred for the transparency requirements. 
Phase 1 healthy volunteer CTIMPs submitted and approved before [TBC] 2026 this date may be given an automatic deferral; however, this depends on whether the trial has had a global end of trial (EoT) declared by [TBC] 2026 and whether a deferral is already in place by that point. The following table summarises what will happen in each scenario.



	Has a global end of trial (EoT) been declared by [TBC] 2026?
	Has a deferral been agreed before [TBC] 2026
	What will happen when the new regulations come into force on [TBC] 2026

	No
	Yes
	The existing deferral will automatically be extended so it expires 30 months after the global end of trial is declared.
  

	No
	No
	A deferral will automatically apply to the trial, which will extend to 30 months after the global end of trial is declared.
  

	Yes
	Yes
	The existing deferral will end at the date previously agreed. It will be possible to request an extension to the deferral if needed.
  

	Yes
	No
	The trial will not be required to follow the transparency requirements in the new regulations, and no automatic deferral will be applied or required.


 
Requirements for Phase I trials with automatic deferrals
If your trial has an automatic deferral in place, you'll not have to:
· register the trial until 30 months after the trial has ended; you must, however, still publish a minimal record on a publicly accessible registry
· publish the summary results of the study until 30 months after the trial has ended
· offer to share results with participants during the deferral period 
If your trial does receive an automatic deferral, you'll still need to carry out the activity in the 'What should you do once a deferral is agreed?' section of this guidance. 
You should also note that although all Phase 1 CTIMPs submitted from [TBC] 2026 will be provided with an automatic deferral, it is up to the sponsor to decide whether to use this deferral or not. This means that if the sponsor chooses to register the study, publish summary results, and/or offer to share findings with participants during the automatic deferral period, they're free to do so.
In exceptional circumstances, if there is justification for extending the deferral period, you can request it. You can do this by following the process outline in the 'How can you extend the deferral period?' sub-section of this guidance. 
Deferrals for Phase 1 CTIMPs involving patients
If your trial is a Phase 1 CTIMP involving patients, it will not automatically be deferred. However, you can request a deferral by following the process in the ‘Deferral' section of guidance.

[bookmark: _Waivers]Waivers
Requesting a waiver from meeting any of the research transparency requirements in the new legislation will be possible. However, a request for a waiver should only be made in exceptional circumstances, for example, for reasons of national security or national defence. Waivers will not be given on the basis of a sponsor’s commercial confidential interests; in these cases, you should instead request a deferral.
If you have a trial that you believe would qualify for a waiver, you can request it by contacting us. Your request must describe why you believe a waiver is required and provide information on the trial. We'll then consider the request, respond to discuss this further and inform you of any decision reached.



[bookmark: _The_Approval_Process][bookmark: _Toc1350424719][bookmark: _Toc1868536655][bookmark: _Toc487478429][bookmark: _Toc793199082][bookmark: _Toc1503214180][bookmark: _Toc1234725125][bookmark: _Toc1326888714][bookmark: _Toc746949483]The Approval Process for Clinical Trials	Comment by Chris Cole: This will be the landing page for the Approval Process section of the guidance. It will link to 6 sub-sections (each on their own webpage) covering what will change when the new regulations come into force.

The sub-sections will be:
1) The approvals process for applications 
2) The approval process for amendments 
3) MHRA and REC requesting modifications post-approval 
4) Approvals lapsing for trials with no recruitment 
5) Notifiable trials 
6) The approvals process for Phase I Healthy Volunteer Trials 
The new clinical trial regulations will result in changes to the approval process for CTIMPs in the UK. These changes will come into force on [TBC] 2026 and apply to all CTIMP applications and amendments submitted from this date. Applications and amendments submitted before this date follow the current process and legislation.
The following pages will give you guidance on how the new trial regulations, which will come into force on [TBC] 2026, will change how your applications and amendments are processed and approved.
 
· The approvals process for applications 
· The approval process for amendments 
· MHRA and REC requesting modifications post-approval 
· Approvals lapsing for trials with no recruitment 
· Notifiable trials 
· The approvals process for Phase I Healthy Volunteer Trials

Feedback or queries on this guidance
If, after reading this guidance, you have any queries regarding the new trial regulations or feedback on the guidance, please feel free to contact us at _. All feedback is welcomed and will be considered when planning our future outputs and guidance changes relating to the new trial regulations.


[bookmark: _The_Approvals_process][bookmark: _Toc1122326763][bookmark: _Toc782429382]The approvals process for applications
If you submit a CTIMP application before [TBC] 2026, it will follow the current approvals process and timeframes. Any CTIMPs you submit from 2026 will follow the approvals process and timeframes set out in new clinical trial regulations. The following sections will give you guidance on how your CTIMP applications will be processed from [TBC] 2026.


Submission of applications
From the [TBC] 2026, you'll continue to submit any CTIMP applications to the MHRA and Research Ethics Committee (REC) by combined review.
In your submission, you would need to include all the documents the REC and MHRA need to review for your application. The documents that the REC expect you to submit in your application will not change when the new regulations come into force. For information on what documents RECs expect, you can view our current guidance for combined review applications. For information on what documents the MHRA will expect, please see the MHRA guidance.
In exceptional circumstances, submitting separate applications to the MHRA and a REC may be acceptable. If you believe you have an application that needs separate applications, you will need to contact the MHRA (clintrialhelpline@mhra.gov.uk). In your email, you would need to give details on the trial and explain why you believe separate applications would be needed. Requests will be assessed on a case-by-case basis, and if agreed then instructions will be given to you on how to submit your application.
The REC will continue to offer a Fast Track service for certain trials, with the service timelines remaining the same when the new clinical trial regulations come into force. The eligibility criteria for this service will also not change, and they can be viewed here, together with a list of RECs that accept Fast Track applications. If you have a trial that will use this service, then you'll still need to book it directly with the REC.

Initial application timeframes and process
[image: ]
Long description	Comment by Chris Cole: In order to ensure the content/message of the above flowchart is accessible to all users we will also be providing a long text description of the flowchart which will be available for all users to access.

The following is the long text description that will be available for users:


User submits an application with a validation check being carried out. The application will be confirmed as valid or invalid within a maximum of 7 calendar days from receipt.

If the application is valid the MHRA and REC will then carry out an initial review . The MHRA or REC will either issue a final opinion or a request for further information (RFI) within a maximum of 30 calendar days from the application being confirmed as valid.

If an RFI is issued then the applicant will have up to 60 calendar days to provide a response.

After a response to an RFI is submitted the REC and/or MHRA will check it is a complete response. They will then review the response and give the final outcome. This will be done within a maximum of 10 calendar days.

Validation of applications
When an application is received, the MHRA and REC will confirm by email whether the application is valid within seven calendar days of you submitting it. If we identify any issues preventing your application from being considered valid, we'll ask you to address these issues within the seven-day timeframe to validate it. If these issues cannot be resolved within seven days, then the submission will be invalid, and you will need to resubmit, ensuring you address these issues in your resubmission.
  
Initial review of trial applications
Once an application is valid, the MHRA and REC will conduct an initial review. This includes the application being discussed at a full meeting of the REC. This initial review will be completed as quickly as possible, and the outcome will be shared with you by email within a maximum of 30 calendar days of the application being validated. 
If you do not choose the next REC meeting, the start point for the 30 days will not be when your application is confirmed as valid. Instead, the 30-day period will begin seven days before your chosen REC meeting, providing that you submit a valid application by that point.

[bookmark: _Toc1038343800]Requests for further information (RFIs)
If the MHRA and REC identify issues to be clarified or addressed, then each regulatory body will send these to you as soon as they are available. This means you'll be able to receive and consider feedback from them as soon as it is available rather than waiting for the request for further information (RFI) to be issued. You should note, however, that you'll still need to wait for the RFI (communicating any queries/issues from both the MHRA and REC) to be issued before you respond to any points you receive individually from the MHRA or REC.
When the new clinical trial regulations come into force, you'll have up to 60 calendar days from when the RFI is issued to respond. You can respond as early as you would like within these 60 days. 
If you need longer to respond to an RFI than this, you can ask for an extension. You can do this by contacting the MHRA (clintrialhelpline@mhra.gov.uk) or, if the points raised only relate to the REC review, by contacting the REC directly. You would need to include in your request an explanation as to why you need an extension and when you expect to respond.
If a request for an extension is not made (or agreed) and you do not submit a response within 60 calendar days, the MHRA will treat the application as rejected, and the REC will issue an Unfavourable Opinion.

[bookmark: _Toc745878184]Final outcome is issued after a response to an RFI
If the REC and/or MHRA issues an RFI, once you respond, an outcome will be given to you within a maximum of 10 calendar days. If your response is incomplete or does not address the matters raised, the REC will contact you, asking you to submit a complete response to the RFI. The 10-day clock will not begin until a complete response is received. Once a complete response is received, the MHRA and REC review your response and provide the outcome as quickly as possible. If the MHRA issues grounds for non-approval and the REC issues an unfavourable opinion, you'll still be able to appeal against the decision. You can do this by contacting us (appeals@hra.nhs.uk) within 28 days of receiving the outcome. In your appeal, you must communicate why you disagree with the outcome. 

Independent expert advice 
For some applications, the REC or MHRA may need independent expert advice from a specialist group or committee - the MHRA's guidance details when independent expert advice may be needed. The guidance also explains how, in cases where you suspect your application may need independent expert advice, you can discuss this with the MHRA and proceed with submitting your application. 
When independent expert advice is needed, it will be sought during the initial review of your application and/or after receiving a response to an RFI. The timeframes for the approval process may be extended to allow for the advice to be requested and received. If independent expert advice is sought:
· during the initial review stage for your application, then the 30-day timeframe may be extended by up to another 90 calendar days
· following a response to an RFI being received, then the 10-day timeframe may be extended by up to an additional 30 calendar days
· following a response to an RFI being received and an Advanced Therapy Medicinal Product (ATMP) is involved in the trial, then the 10-day timeframe may be extended by up to an additional 60 calendar days
In all cases, we will endeavour to ensure it proceeds as quickly as possible to avoid unnecessary delays in your receiving the outcome.
 If the REC or MHRA determine that they need to seek independent expert advice, they'll notify you that this is happening, ask you to provide any additional information needed to allow this, and let you know when you can expect to receive the outcome.

Timeline for xenogenic cell therapy applications
If you submit an application involving xenogenic cell therapy, the same process will be followed to review it. Both the MHRA and REC will review the application as efficiently as possible, as they would any other application; however, the above timeframes would not apply. This means that outcomes and decisions can be issued at any point after an application is received and validated. 


[bookmark: _The_approvals_process_1][bookmark: _Toc1909086008][bookmark: _Toc2073313257][bookmark: _The_approvals_process_3]The approvals process for amendments
From 2026, changes to approved studies will no longer be called 'amendments'. Instead, they'll be referred to as 'modifications'. To familiarise yourself with this, we recommend you first view the 'Amendments' section of our terminology guidance, which details the changes with the new clinical trial regulations. We'd also recommend you view the MHRA's guidance on this topic.
Any modifications submitted on or from the [TBC] 2026 will follow the processes and timeframes introduced by the new clinical trial regulations. Any amendments submitted before this date will follow the current process and timeframes.
The following sections outline what the approval process and timeframes for modifications will be. You may also find it useful to visit the MHRA's guidance on amendments and changes that will occur with the new regulations.
Modification timeframe and process
[image: ]
Long description	Comment by Chris Cole: In order to ensure the content/message of the above flowchart is accessible to all users we will also be providing a long text description of the flowchart which will be available for all users to access.

The following is the long text description that will be available for users:



The applicant submits a modification, which undergoes a validation check; the modification will be confirmed as valid or invalid (if validation issues can't be resolved) within a maximum of seven calendar days of it being submitted.

The MHRA and/or REC (depending on who needs to review the modification) will review it. Either a decision or a request for further information (RFI) will be issued within a maximum of 35 calendar days of the modification being confirmed valid.

If the modification cannot be approved, an RFI will be issued. The applicants will then have up to 60 calendar days to respond.

Once a response is provided, the REC and/or MHRA (whoever issued the RFI) will review it and provide an outcome within 10 calendar days at the earliest.

Submission of modifications
To submit a modification, you will follow a process similar to the current process for submitting amendments in IRAS Help. You'll first complete a 'modification tool' capturing the details of your trial and the changes you're looking to make. This will categorise your modification, identify what reviews are needed and give guidance on how to submit it. Once you have all associated documents ready, you can submit them.
If your modification concerns a trial submitted through combined review, you'll submit it, along with the related documents, through the new part of IRAS. If your modification concerns a pre-combined review trial, you'll submit it through the submission portal in IRAS.
Modification validation process
When you submit a modification, the MHRA or REC will check to ensure it is valid. This will be completed as soon as possible, but always within seven calendar days of you having submitted it. 
Suppose the REC or MHRA identify any issues that prevent your modification submission from being considered valid. In that case, you'll be asked to address these issues within seven days to validate them. If you cannot address these issues within seven days, the MHRA and/or REC will categorise the modification as invalid. This would mean you would need to resubmit the modification and address the validation issues raised in the resubmission.
Once a modification is valid, it will be reviewed, and an outcome will be issued within 35 calendar days. 
Requests for further information (RFI)
The new clinical trial regulations will allow the MHRA and REC to issue RFIs for substantial modifications. RFIs will be issued in instances where the modification would otherwise receive an unfavourable opinion from the REC or not be authorised by the MHRA. 
This will mean that if the MHRA or REC identify issues that prevent your modification from being approved, you will be informed of these issues and able to see and respond before a decision or opinion is issued.
If it’s identified that an RFI needs to be issued it will be sent to you within 35 days of the modification being confirmed as valid. If you receive an RFI, you'll have a maximum of 60 calendar days to respond. If you do not respond within 60 days, the amendment will not be authorised by the MHRA and will be given an unfavourable opinion by the REC. You'll be able to submit your response to the RFI as early into this timeframe as you can do so.
If you need longer to prepare your response to the RFI, you can request an extension. You can ask for this by emailing the MHRA (clintrialhelpline@mhra.gov.uk) or, if the points in the RFI only relate to the REC review of your modification, by contacting the REC directly. 
Outcome of MHRA and REC review after an RFI response
Once you submit your response to the RFI, the MHRA and/or REC will decide the outcome within a maximum of 10 calendar days. This will be communicated to you via email, or through IRAS if the trial the modification relates to was initially submitted through combined review. If your modification is rejected, you can appeal this by emailing us (appeals@hra.nhs.uk) within 28 days of receiving the outcome. In your email, you'll also need to outline why you disagree with the outcome issued for your modification. 
Automatic approval by the MHRA of route B substantial modifications
Route B substantial modifications will be defined as those that substantially impact the reliability or robustness of the trial data but not the participants' safety or rights. For further information, please see the section of this guidance on updates to 'amendment' terminology.  
Any route B substantial modifications you submit will receive automatic approval from the MHRA. If you submit a route B substantial modification, the MHRA will check that it matches the criteria for this category of modification and confirm if it does. If it does not, they will categorise it as a route A modification and assess the modification. For further information, please see the MHRA's guidance.
Although MHRA will give automatic approval to route B modifications, these modifications will still need to undergo REC review (and any other relevant regulatory reviews) if required. The modification tool you complete for your amendments will tell you what reviews your specific modification will need.


[bookmark: _MHRA_and_REC][bookmark: _Toc371218126][bookmark: _Toc2077941037]MHRA and REC requesting modifications post-approval
Under the new clinical trial regulations, the REC and MHRA can request that sponsors modify their clinical trials.
When a request for modification may be issued
 These requests will be made in cases the MHRA or REC are made aware (for example, by a 3rd party complaint or during an MHRA inspection) of there being concerns regarding:
· the trial not complying with the principles and conditions of good clinical practice
· the safety of participants in the trial
· the scientific validity of the trial
If the MHRA or REC receives concerns regarding an ongoing trial, they'll initially raise this with the sponsor to discuss it and potential actions needed. If the MHRA or REC identify that the concerns are valid and the sponsor's response or planned approach does not satisfactorily address them, then they'll issue a request for the trial to be modified.
Receiving and implementing a request for modification
If you're the sponsor of a CTIMP and the MHRA or REC determines a modification is needed, they'll send you a request for the modification to be made. This request will specify what modification needs to be made, its reason, and when it should be implemented. These requests for a modification will be sent to you at least seven calendar days before the date you're expected to implement the change. If you have no objections to the modifications, you should implement them per the instructions in the correspondence.
Appealing against a request for modification
If you disagree with the request for a modification, you can make a written representation against it. You must submit this representation in writing to the MHRA or REC (whichever body issued it) within seven calendar days of receiving it. In your representation, you should explain your opposition to the modification and how you would propose you proceed.     
Upon receiving your response, the MHRA/REC will confirm that they've received it. The MHRA/REC will then consider your points and, if necessary, inform you whether you should delay implementing the change so that they can consider it further.
Once a decision is reached, they'll inform you of the outcome as quickly as possible. If it's determined that the proposed modification does not need to be made, you'll be notified of this and how you should proceed.
If the MHRA/REC decide that the proposed modification is needed, then you'll be expected to implement it by the set date and submit a modification after this to capture the change that has been made. In these cases, if you want to appeal the decision, you can do so. You can contact us (appeals@hra.nhs.uk) within 28 days of making the decision, letting us know you intend to appeal the decision. We will then contact you to discuss the next stages of the appeal process. 


[bookmark: _Approval_lapsing_for][bookmark: _Toc105602032][bookmark: _Toc998550077]Approval lapsing for trials with no recruitment
When the new regulations come into force on [TBC] 2026, all CTIMPs submitted from this date will be expected to recruit their first participant within two years of issuing approval. If your trial recruits no participants within two years, then the approval for the trial will lapse. In this scenario, you would then have to end your trial on the date that the approval lapsed. If you did not comply with this, it would be considered an offence under the new regulations.
If you submit a CTIMP before [TBC] 2026, this expectation will not apply. Meaning your approval will not lapse if you do not recruit your first participant within two years.
Extending the two-year timeframe
We understand that in some situations, recruitment for trials may be challenging. If you suspect that your trial will not recruit the first participant within the first two years, you may be able to extend this time period. You'll be able to request an extension by either:
· requesting this as part of your clinical trial application. If this extension is agreed upon, then it will be communicated to you in the outcome of your application, or
· if your trial has already been submitted/approved, you can request an extension by emailing the MHRA (clintrialhelpline@mhra.gov.uk). Once it has been considered and a decision is made, you'll be notified within 30 days
If you're requesting an extension, you should include the reason why it is needed and how long you propose to extend it. The MHRA can extend the timeframe by up to three years if it deems it appropriate and justified.
Further extensions to the recruitment timeframe
If you're reaching the end of the extended period and need a further extension, you can request it by submitting another written request to the MHRA (clintrialhelpline@mhra.gov.uk). 
This request should be made at least one month before the previously agreed extension period ends. It will then be considered, and a decision will be sent to you within 30 days. Each further extension that is agreed will be extended by up to two additional years starting from the end of the previously agreed extension period.
If you do not submit an extension request in time, or if an extension is not agreed upon, then the approval for the trial will be considered to have lapsed once the end of the two-year (or extension) period is reached. At this point, you will be expected to end the trial.


[bookmark: _Notifiable_trials][bookmark: _Toc1295144399][bookmark: _Toc1825270556]Notifiable trials
As part of the new clinical trial regulations, the MHRA will take a risk-proportionate approach to requests for trial authorisations for 'notifiable trials'. A 'notifiable trial' is one with no significant safety concerns relating to any of the investigational medicinal products (IMPs), as far as the sponsor is aware of having made reasonable enquiries. Notifiable trials submitted to the MHRA will receive automatic authorisation from the MHRA. 
The MHRA have produced detailed guidance detailing what would constitute a notifiable trial and how you can apply for approval of a notifiable trial. If you would like more information on this, we recommend you visit the MHRAs guidance available here.
Will notifiable trials effect other reviews your trial needs?
If you submit a trial through the notification scheme, it will still need to undergo a full REC review and any other regulatory reviews that may be needed. Your trial being categorised as notifiable for the MHRA will also not alter how other regulatory bodies review it.


[bookmark: _The_approvals_process_2]The approvals process for Phase I Healthy Volunteer Trials
The timelines set out in the new legislation, coming into effect in [TBC] 2026, will also apply to Phase I healthy volunteer trials. The initial application and modification section of this guidance explains the maximum time allowed for each stage of the approval process for all CTIMPs, including Phase I healthy volunteer trials.
We will meet these timeframes in all cases. However, we will also continue to process applications and modifications as quickly as possible. We recognise that predictability and speed are particularly important for Phase I healthy volunteer trials, which take place in the UK.
To help ensure a predictable and efficient approval process for these trials, we will:
• Aim to provide the Fast-track Research Ethics Review Service for all Phase I studies. This will allow all Phase I healthy volunteer trials in the UK to benefit from a rapid ethical review process, reducing the time to outcome.
• Aim to issue the initial outcome from the REC for substantial modifications within 21 calendar days of receiving the modification.

We and the MHRA will continue to engage with the Phase I healthy volunteer trial community to discuss the legislation and how we can support them. Any changes or commitments to improve the approval process will be clearly communicated.




[bookmark: _Research_Ethics_Committees]Research Ethics Committees that review Clinical Trials	Comment by Chris Cole: This section of guidance relating to what will change for RECs when the new regulations come into force will not be split across several pages.

Instead all of this text/content will be available on one page on the HRA website
The new clinical trial regulations will change the composition of Research Ethics Committees (RECs) starting on [TBC] 2026.
Categorisation of REC Members
Currently, REC members are classified as Lay, Lay+, or Expert members. The new regulations will allow us to revise and update these categories. We are discussing potential changes with REC Chairs and will continue to engage with them and current REC members over the coming months to gather further input. Any updates to the categorisation of REC members will be communicated to all current members and detailed in the relevant REC documentation, including the Policy Document for RECs.

REC Constitution Requirements
The new regulations will also update the minimum membership requirements for RECs that review Clinical Trials of Investigational Medicinal Products (CTIMPs). From [TBC] 2026, each REC must have an appointed Chair or Vice-Chair and at least five members. These members must collectively possess the qualifications and experience to review and evaluate any proposed trials' scientific, medical, and ethical aspects. 
We do not expect this change to impact current RECs or their members. However, we will continue to monitor REC membership to ensure that all committees are appropriately constituted before the new regulations take effect.

Quorum for Full REC Meetings
To be considered quorate and able to review a CTIMP, a full REC meeting must have at least seven members present to issue an opinion. While the intention will still be to arrange meetings with at least seven REC members present, the new regulations will allow a decision to be issued even if only five members are present. This adjustment aligns with the standards set by the International Council for Harmonisation Good Clinical Practice (ICH GCP) and will not compromise the quality of the REC's review of research applications.

Feedback or queries on this guidance
If, after reading this guidance, you have any queries regarding the new trial regulations or feedback on the guidance, please feel free to contact us at _. All feedback is welcomed and will be considered when planning our future outputs and guidance changes relating to the new trial regulations.



[bookmark: _Consent_Arrangements_for]Consent arrangements for Clinical Trials	Comment by Chris Cole: This section of guidance relating to changes in consent arrangements when the new regulations come into force will not be split across several pages.

Instead all of this text/content will be available on one page on the HRA website
The forthcoming legislative changes will provide sponsors with the option to use simplified arrangements for obtaining and evidencing consent for lower-risk clinical trials involving authorised medicines that pose minimal burden and risk for participants. This will promote proportionality, allowing potential participants to receive adequate information about the clinical trial while enabling them to provide consent through an easier process.
Earlier this year, the HRA carried out a survey about one way to simplify the arrangements for seeking and recording consent. With only some limited information about a scenario, we asked stakeholders if they would be okay with a doctor recording their consent to participate in a low-risk clinical trial in their medical record rather than signing a consent form. Respondents raised a range of concerns about the safeguards that would be put in place. You can read more about the results of the survey here.
We will build on this feedback and work with stakeholders to explore what safeguards we should put into future statutory guidance.
We recommend you continue to use our existing proportionate guidance Applying a proportionate approach to the process of seeking consent HRA guidance. This guidance is in line with the provisions contained in the new legislation to reduce burden and increase flexibility whilst safeguarding participants. This guidance should be read in conjunction with the HRA’s Informing participants and seeking consent which provides more detailed information on consent, and how to prepare documents to support this process including provision of information in research involving vulnerable groups

Feedback or queries on this guidance
If, after reading this guidance, you have any queries regarding the new trial regulations or feedback on the guidance, please feel free to contact us at _. All feedback is welcomed and will be considered when planning our future outputs and guidance changes relating to the new trial regulations.





[bookmark: _Pharmacovigilance]Pharmacovigilance	Comment by Chris Cole: This will be the landing page for the Pharmacovigilance section of the guidance. It will link to 4 sub-sections (each on their own webpage) covering what will change when the new regulations come into force.

The sub-sections will be:
1) Suspected unexpected serious adverse reactions (SUSARs) 
2) Annual safety reports 
3) Urgent safety measures (USMs) 
4) Suspension and termination of trials 
From [TBC] 2026, the safety reporting requirements for clinical trials of investigational medicinal products (CTIMPs) will change. The new requirements will apply to CTIMPs whether they were submitted or approved before or from this date.
Suppose you sponsor a clinical trial that is approved before this date. In that case, you may elect to have your trial temporarily continue, complying with the previous legislation's safety reporting requirements. Requests for this will need to be made to the MHRA. Please see the MHRA's guidance for transitional arrangements for the new clinical trial regulations.
The following pages will help you understand what changes when new regulations come into force to meet these requirements. We also recommend viewing the MHRA guidance for the new CT regulations covering changes in trial safety reporting requirements.
· Suspected unexpected serious adverse reactions (SUSARs)
· Annual safety reports
· Urgent safety measures (USMs)
· Suspension and termination of trials
Feedback or queries on this guidance
If, after reading this guidance, you have any queries regarding the new trial regulations or feedback on the guidance, please feel free to contact us at _. All feedback is welcomed and will be considered when planning our future outputs and guidance changes relating to the new trial regulations.


[bookmark: _Suspected_unexpected_serious]Suspected unexpected serious adverse reactions (SUSARs)
From [TBC] 2026, there will be changes in both how SUSARs are processed and how you should communicate them. 
Who will SUSARS be reported to?
Currently, who will receive SUSARs for your trial depends on whether it's a CTIMP that was submitted by combined review (for further information, you can view our Safety reporting page). From [TBC] 2026, any SUSARs you submit for a CTIMP, regardless of whether they went through combined review, will only be reported to the MHRA.
Timeframes for reporting SUSARs 
If you're the sponsor for a CTIMP and you have a SUSAR to report, you'll need to report them to the MHRA within 7 days if they are fatal or life-threatening or within 15 days if it is neither of these. An exception to this will be if the SUSAR has been identified in your trial protocol as an endpoint in the trial that would not require immediate reporting. In these cases, you will be expected to report this SUSAR to the MHRA in accordance with the timeframe and process you've described in the trial protocol.
How you can report and communicate SUSARs
From [TBC] 2026, you will not need to send SUSARs to the REC that reviewed your trial. This means that if your trial was not submitted through combined review, you'll no longer need to complete the CTIMP safety report form and email it to the REC.
All SUSARs will still need to be reported to the MHRA. For further information on how to report SUSARs to the MHRA, please see the MHRA's guidance on safety reporting with the new clinical trial regulations.

[bookmark: _Annual_safety_reports]Annual safety reports
The new clinical trial regulations will change the requirements for how annual safety reports are submitted and processed for all trials. These new requirements will apply regardless of whether your trial was submitted before or from [TBC] 2026. For additional information on the annual safety report, we recommend viewing the MHRA guidance.
Who will receive annual safety reports?
Who will receive annual safety reports for your trial depends on whether it is a CTIMP submitted by combined review (for further information, you can view our Safety reporting page). From [TBC] 2026, the annual safety reports for all CTIMPs, regardless of whether they were submitted through combined review, will only be received by the MHRA.
When should an annual safety report be submitted?
Annual safety reports are expected to be submitted as soon as practicable from the end of the reporting year. From [TBC] 2026, you must submit an annual safety report within 60 days, starting the day after your last reporting period ends.
What should be included in the annual safety report?
Annual safety reports will no longer need to list all the serious adverse events (SAEs) and serious adverse reactions (SARs) that have occurred. Instead, you'll be asked to provide an appropriate discussion describing the safety of the participants in the trials in question.
This discussion should include:
· records and an evaluation of any SAEs and SARs (including SUSARs) that occurred during the reporting year (which could still take the form of a list of SAES or SARs if the sponsor wished to communicate it this way)
· a record of any measures taken to address these SAEs or SARs 
· A description of how any safety concerns in the clinical trial have been assessed and managed
· a description of the overall safety profile of each investigational medicinal product being tested/used in the trial
· a summary description of the processes adopted by the sponsor to monitor the overall safety profile of those products
We recommend that you view the MHRA's guidance on what to include in the annual safety report under the new regulations for more detailed guidance.
How you will submit an annual safety report
If your CTIMP was submitted through combined review, the process for submitting annual safety reports will not change from [TBC] 2026. CTIMPs submitted and approved after [TBC] 2026 will also follow the submission process combined review applications currently follow.
If your trial was not submitted through combined review, then from [TBC] 2026, you'll no longer need to complete the CTIMP safety report form and email it to the REC. However, you will still have to submit the annual safety report to the MHRA, making sure you include the details described in the previous sub-section.
For further information on how you will submit annual safety reports to the MHRA, please see the MHRA guidance on safety reporting for when the new clinical trial regulations come into force.

[bookmark: _Urgent_Safety_Measures]Urgent safety measures (USMs)
From [TBC] 2026, the period you have to give written notice to a Research Ethics Committee (REC) for a USM you take will be extended. Instead of the current timeframe of 3 days, you'll now have up to 7 days from taking any USMs to give written notice of this.
The process which you follow to give written notice to a REC of a USM will remain the same. This means that if any of the trials relating to the USM were submitted through combined review, you'd still submit the notice of the USM through IRAS. However, if all the trials relevant to the USM were not submitted through combined review, you'll still notify the REC by email. Ensuring in all cases that your notification clearly explains that measures have been taken and the reasons why.
For more information on the current process for notifying RECs of USMs, please see our guidance.
Please see the MHRA guidance on safety reporting for when the new clinical trial regulations come into force for information on how to notify the MHRA of a USM.
[bookmark: _Suspension_and_termination]
Suspension and termination of trials
Under the current legislation, the MHRA can suspend or terminate CTIMPs where concerns are raised about the safety or scientific validity of the trial. The new regulations will also allow the MHRA to take these actions against parts of a trial rather than the whole trial. 
For example, if safety issues were identified at a specific trial site, the MHRA may, if necessary, suspend or terminate the trial at that site. This will help protect trial participants and allow other aspects of a trial to continue where possible and safe to do so. 
For further information, we would recommend you view the MHRA guidance on regulatory actions that may be taken in response to safety concerns. 


[bookmark: _Good_Clinical_Practice]Good Clinical Practice for Clinical Trials	Comment by Chris Cole: This section of guidance relating to changes in Good Clinical Practice when the new regulations come into force will not be split across several pages. Instead this text will be available on one page on the HRA website
The updates to the clinical trial regulation will include changes to Part 4 (Good Clinical Practice and the Conduct of Clinical Trials) of the existing legislation. These changes will apply to all CTIMPs from [TBC] 2026, regardless of whether they were submitted before or from this date.  
For further information around the changes in GCP please see the MHRAs guidance. The MHRA will also be producing detailed guidance further explaining the changes relating to GCP conduct for trials in the coming months.
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