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Confirmation of Route B Substantial Modification Criteria
The ‘Route B Substantial Modification’ is applicable for modifications to Clinical Trial Approval applications that meet pre-specified criteria. In general, the application will be accepted unless any criterion is not suitably met.
Please clearly state that your application is being submitted as a Route B Substantial Modification in your cover letter to ensure your application is processed in a timely manner.
All required documentation must be included in the submission; there are no document exemptions for Route B Substantial Modification applications.
The sponsor or applicant must complete the trial details and either:
· Section i) Modification is already approved in the EU/EEA/USA
or; 
· Section ii) Specific changes to the protocol, Investigator’s Brochure (IB), or Summary of Product Characteristics (SmPC)
There is no requirement to complete both sections; however, sponsors may complete both sections where applicable.
Please upload a completed copy of this form along with your submission. This can be uploaded as a standalone document or included in your cover letter. 
Trial Details 
	Document/ID
	Details

	IRAS ID
	Please provide the IRAS ID, if applicable

	MHRA CT Number
	Please provide the MHRA CT Number, if applicable




Section i) Modification is already approved in the EU/EEA/USA
	Route B Criterion
	Response
	Details

	Approvals from other authorities
· All changes to a non-first-in-human trial have been reviewed and approved as part of a substantial amendment or modification in the EU, EEA, or USA, provided that the UK modification includes the same version of the documents and does not include any UK-specific aspects
	Yes ☐
	No ☐
	If ‘Yes’, please provide, which regulatory authority(ies)
The date of approval & any conditions that were given and how this were addressed.
If USA, the date that the amendment to the IND was submitted and confirmation that the required waiting period has elapsed and no objections were raised.

	Quality Document Changes
Changes to the quality documentation (i.e. the IMP dossier, GMP documentation, and labelling documents) are included in this modification.
	Yes ☐
	No ☐
	Please provide any relevant details.

	Safety Concerns
The sponsor is aware, having made reasonable enquiries, of ongoing significant safety concerns for example: other trials on temporary halt / clinical hold, other trials with unresolved urgent safety measures or post-marketing regulatory restrictions.
	Yes ☐
	No ☐
	Please provide any relevant details.





Section ii) Specific changes to the Protocol, Investigator’s Brochure (IB), or Summary of Product Characteristics (SmPC)
	Route B Criterion
	Response
	Details

	Changes to the protocol
· A change to the primary objective of the clinical trial
· Use of new measurements for the primary endpoint
· Changes to the trial design which have a significant impact on statistical consideration
· Changes to how the end of trial is defined (except when this is solely a change to the planned end date)
· In trials involving an IMP authorised for use in the UK and used according to that authorisation, a change to the number of planned interactions with the participants to assess their ongoing safety in the trial, unless the change is in response to a new safety concern (which is a Route A substantial modification)
· Changes to the list of concomitant medications that the participant can or cannot take
· Inclusion of a UK-specific addendum or protocol into a global protocol version, unless the addendum or protocol results in a change to approved safety reporting
	Yes ☐
	No ☐
	If ‘Yes’, please detail what changes to the protocol have been made.

	Changes to the Investigator’s Brochure (IB) 
· Addition of new toxicological or pharmacological data relating to the IMP (including new interpretations of data) of relevance for the investigator, unless changes to the protocol are required from a safety perspective (which is a Route A substantial modification)
· Changes to the reference safety information (RSI) involving an increase in frequencies with no new expected adverse reactions
· Changes to the IB that do not change the initial risk and benefit assessment of the study or the safety profile of the IMP that was approved by the authorities
	Yes ☐
	No ☐
	If ’Yes’, please detail what changes to the IB have been made.

	Changes to the Summary of Product Characteristics (SmPC)
· Updates to section 4.8 in the SmPC when this is used as the supporting document in place of an IB for an IMP (i.e. when section 4.8 is considered the RSI)
	Yes ☐
	No ☐
	If ’Yes’, please detail what changes to the SmPC have been made.

	Safety Concerns
The sponsor is aware, having made reasonable enquiries, of ongoing significant safety concerns for example: other trials on temporary halt / clinical hold, other trials with unresolved urgent safety measures or post-marketing regulatory restrictions.
	Yes ☐
	No ☐
	Please provide any relevant details.

	

On behalf of the Sponsor, I declare that the information given in this form is correct.

	Name, role and company/organisation
	

	Signature
	

	Date
	




image1.png
Regulatory Agency




