Clinical investigation application check list
When we receive an applcation for a clinical investigation the regulatory affairs team will validate the application using the following check list. If the are any errors or ommissions you will be notfied.
	
	CHECKLIST
	Yes/No or N/A
	  Valid?

Y/N
	COMMENTS

(Explain why an item is invalid or indicate where information can be found) 

	1. 
	ADMIN REVIEW
	

	
	Documents downloaded successfully from IRAS GFI Portal?


	
	
	

	2. 
	INVESTIGATIONAL DEVICE


	

	
	Is a medical device under investigation?


	
	
	

	
	Is the medical device UKCA / CE /CE UK NI marked for the purpose under investigation? (‘B6’ for each device).
For GB studies, if the device is CE-marked and used within its CE marked indication, there is no requirement for MHRA to review the study.  See MHRA’s Flow Chart to determine when a CI is needed for GB studies)


	
	
	

	3.
	DOCUMENTATION


	

	
	Cover Letter

· an explanation of the purpose of the clinical investigation

· Is this a first submission?

· confirmation of whether the same device has been the subject of previous notifications to MHRA 

· MHRA reference numbers for any previous notifications

· end of study report for previous notification

· confirmation of whether any subsequent modifications have been made to the device or whether the device remains unchanged from the previous notifications

If a previous application exists, we will consider whether all aspects need to be assessed again. 
	
	
	CI Refs: N/A

	
	MHRA application form
Details of who to invoice (full company name, address and registered tax/VAT number)? (Section ‘E1’)
Have the declarations been electronically authorised? (‘F1’)
Note: All declarations must be signed by the manufacturer/sponsor (CROs are acceptable). Authorised Representatives are only accepted for studies being conducted in Northern Ireland. 

The first declaration must be appropriately signed before the notification is accepted. All other declarations may be clarified within the 60 days. 

Do we have a contact for the manufacturer to copy in on all correspondence with AR or CRO? (‘D3’)
We can accept the notification without a manufacturer’s contact and then request this.


	
	
	

	
	Clinical investigation plan (CIP)

· Is this document searchable?
· Are the objectives and endpoints of the CIP relevant to assessing safety and performance of the device? 
· Is the basic methodology of the study detailed including the inclusion/exclusion criteria?

	
	
	

	
	Investigator brochure (‘IB’)
· Is this document searchable?
· Is adequate information to explain the design and construction of the device under investigation included?

The IB is a specific requirement in the MDD and should be provided regardless of who is conducting the study. (e.g. if the manufacturer and study site are the same and the investigators know the device (e.g. University conducted trials))
 
	
	
	

	
	Essential requirements checklist


	
	
	

	
	Risk analysis


	
	
	

	
	Patient information and Informed consent form


	
	
	

	
	IFU


	
	
	

	
	Detailed information on the device and its accessories (if any) such as intended purpose, drawings etc. (Can be in IB or separate document)

	
	
	

	
	Investigational device labelling


	
	
	

	
	Summary of all bench testing and pre-clinical testing conducted 
Ensure you provide a good overview of all testing done on the device. Can be in IB or a separate document)
If it appears that tests have not been completed yet we will ask you what the status of the tests are. 
If some tests are pending then the 60 day review period will not be started until the tests have been completed and the results submitted to us.


	
	
	

	
	Summary of all clinical experience with the device to date
If device has been used on humans before you should provide a summary of what the study entailed and what the results were

	
	
	

	
	End of study reports
Please provide an end of study report for any concluded clinical investigations that involved the same medical device under investigation, if there are any

	
	
	

	
	List of applicable standards met
Can be in the ER checklist or a separate list and you must reference the most up to date version of any standard e.g., ISO 14155 (2021)
	
	
	

	
	CVs and evidence of recent GCP training for UK clinical investigators
All investigators listed on MHRA application form section ‘C28’ note also, GCP should be updated every three years
	
	
	

	
	Ethical opinion 

The notification may be accepted without this and can be provided within the 60 days. 
	
	
	

	4. 
	SUPPLEMENTARY DOCUMENTATION


	

	
	Will the Investigational device(s) be used in combination with CE marked medical device(s)? 
If so, we will check that the CE marked medical device(s) are being used within their intended purpose. 

	
	
	

	
	Is the device provided sterile? 
If yes, you must submit the sterilisation validation report 
If tests have not been completed yet we will ask what the status of the tests are. If some tests are pending then the 60 day review should not be started until the tests have been completed and the results submitted to us.

We will request certificates and accreditations held by the manufacturer and sub-contractors for microbiological safety and sterilisations activities

	
	
	

	
	Does the device incorporate tissues of animal origin?
If yes, we will check that the appropriate documentation has been submitted. We will look for details of the tissue type, sourcing, and processing

	
	
	

	
	Is the device to be implanted, invasive or come into contact with injured skin or substances for eventual infusion/reinfusion?

We will check for the following:

· Does a document evaluating the biological safety exist (biological safety assessment) 

· Has the device been categorised according to 10993-1: 2018 and have they stated the biological endpoints that need to be evaluated
· Test reports provided for all tests conducted
If tests have not been completed yet we will ask what the status of the tests are. If some tests are pending, then the 60 days should not be started until the tests have been completed and the results submitted to us.

Note:  If investigational device is CE marked but being used for a new indication, we will ask the following question to determine whether a Biological Safety review is needed: 

In this study, has the contact type and contact duration according to ISO 10993-1:2018, Annex A, Table A.1 changed for the investigational device, compared to its CE marked indication?

	
	
	

	
	Does the device contain software? 
If yes, we will check if the completed software questions in the application form have been provided. 
We will also look for the following documents.  
• Software Development Plan

• Risk Management Plan and Report – specifically including the   software hazard analysis.

• Software Configuration Management Plan

• Software System Requirements Specification

• Software System Verification Plan and Report

• Documented Software Problem Resolution Process.

• Evidence of review of completeness for software release


	
	 
	

	
	Is the device Active? 
If yes, we will check if an electrical safety assessment is required (electrical safety will be required if it is electrical in any way i.e., is plugged in, uses batteries, etc.)

	
	
	

	5.
	MEDICINAL COMPONENT


	

	
	Is this a medical device with an ancillary medicinal component? 
If yes, please ensure that the necessary information has been supplied (As per section 20 of Guidance on Submitting an Application – control of starting materials, toxicological profile, pharmacodynamics, pharmacokinetics, and local tolerance)
	
	
	

	6.
	FORMAT


	

	
	All documents should be labelled as separate attachments with titles reflecting the content (Clinical Investigation Plan, Essential Requirements Checklist, Instructions For Use, Investigator’s Brochure, Patient Informed Consent, Risk Analysis, Sterilization Validation Report, 
Summary of Pre-clinical Data)

All attachments should be provided in English (any other language must be translated and included with the original version as a separate document)
All information is legible
	
	
	



