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Controlled document 

This document has been created following the Royal Devon and Exeter NHS Foundation Trust Policies, 
Procedures, Protocols, Guidelines and Standards Policy.   It should not be altered in any way without the express 

permission of the author or their representative. 
 

IT IS THE RESPONSIBILITY OF ALL USERS OF THIS SOP TO ENSURE THAT THE CORRECT VERSION IS 
BEING USED, if you are reading this in a paper format please go on-line to confirm you have the latest 

version.  

http://ian.exe.nhs.uk/welcome/directorates/research-and-development/rd-administration/policies-procedures-
guidance/ 

 
 

http://ian.exe.nhs.uk/welcome/directorates/research-and-development/rd-administration/policies-procedures-guidance/
http://ian.exe.nhs.uk/welcome/directorates/research-and-development/rd-administration/policies-procedures-guidance/
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DISCLAIMER 

 
This generic R&D Standard Operating Procedure (SOP) must be followed unless; 
 

 A study specific SOP exists 

 A departmental SOP dictates a different working practice 
 

Once printed this is an uncontrolled document. 
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VERSION HISTORY LOG 

 

This area should detail the version history for this document.  It should detail the key elements of the changes to 
the versions. 

 

VERSION Date Implemented Details of significant changes 

1.1 
 

11 April 2014 
Minor changes to reference links. 
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1. BACKGROUND 

During the course of a Clinical Trial involving an Investigational Medicinal Product (IMP), new 
safety information in the form of a Serious Adverse Event (SAE) or information received from 
an external source may necessitate an immediate change in the study procedures or a 
temporary halt to the study in order to protect clinical trial subjects from any immediate hazard 
to their health and safety.  
 
If time does not allow for an amendment to be authorised by the Medicines and Healthcare 
Products Regulatory Agency (MHRA), Research Ethics Committee (REC) and Research 
Department, this change in procedure can be implemented as an urgent safety measure, by 
the Chief Investigator (CI) or Principal Investigator (PI), in accordance with the process put in 
place by the MHRA, and as detailed in this SOP. 

2. PURPOSE 

This SOP has been produced in accordance with the requirements of The Medicines for 
Human Use (Clinical Trials) Regulations 2004, The Medicines for Human Use (Clinical Trials) 
Amendment Regulations 2006 and The Medicines for Human Use (Miscellaneous 
Amendments) Regulations 2009. This SOP will outline the procedures for implementing 
urgent safety measures during the course of a Clinical Trial involving an IMP at The Royal 
Devon & Exeter NHS Foundation Trust. 

 
3. SCOPE 

 
If unexpected events relating to the conduct of a trial (or the development of the IMP) 
sponsored by the Trust occur, there must be arrangements in place for taking appropriate 
Urgent Safety Measures to protect participants against any immediate harm. 

 
4. RESPONSIBILITIES 

For CTIMP studies sponsored or co-sponsored by the Trust the responsibility for notifying the 
MHRA and ethics committee of an Urgent Safety Measure (USM) is delegated to the CI/PI 
implementing the USM.  If the sponsor implements an urgent safety measure then 
responsibility for notifying the regulatory authorities is that of the sponsor (or in the case of co-
sponsored studies, the sponsor implementing the USM).   

5. PROCEDURES 
 
An urgent safety measure is a procedure not defined by the protocol that is put in place prior 
to authorisation by the MHRA, REC and Research Department in order to protect clinical trial 
subjects from any immediate harm to their health and safety. 

URGENT SAFETY MEASURES 

 
Should the CI/PI implement urgent safety measures then the MHRA, ethics committee and 
sponsor must be notified immediately upon the measures being introduced. In the case of 
multi-centre studies, the PI is responsible for additionally informing the CI immediately. 

The investigator or sponsor representative implementing the urgent safety measure (USM) 
must immediately upon implementing the USM telephone the Clinical Trial Unit at the MHRA 
and discuss the issue with a medical assessor.   

For contact details: http://www.mhra.gov.uk/Contactus/index.htm 

Details of this conversation must be documented in the Investigator Site File (ISF)/Trial 
Master File (TMF). 

http://www.mhra.gov.uk/Contactus/index.htm
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For studies hosted by the Royal Devon & Exeter NHS Foundation Trust the sponsor will be 
notified on their paperwork and a copy sent to R&D department.  For sponsored studies the 
reporting investigator will then immediately fax a Notification of Urgent Safety Measure Report 
Form to the R&D Department (fax: 01392 403012).  Where the Trust is acting as Sponsor for 
a trial then the R&D Department will acknowledge receipt of the faxed notification to the fax 
machine from which the report was sent by noon of the next working day.  It is the 
responsibility of the investigator reporting the USM to ensure that a receipt is received and to 
contact the R&D Department immediately by telephone, on 01392 403041, if a receipt is not 
received within this timescale.  The R&D Department will contact the investigator reporting the 
USM on the next working day to discuss the matter further.  The investigator must therefore 
include in the urgent safety measure report form contact details where he/she can be 
contacted.   

If the reporting investigator will be unavailable the next working day then the matter must be 
discussed fully with a delegated individual and contact details for the delegated individual 
included in the USM report form.  Please note that a delegated individual must only be in 
place in exceptional circumstances and that it is expected that the reporting investigator will 
be available to discuss the matter. 

The Investigator (or sponsor representative if the sponsor is implementing the USM) shall 
then immediately, and no later than 3 days from the date the measures are taken, give written 
notice to the MHRA and the relevant ethics committee of the measures taken and the 
circumstances giving rise to those measures by submitting a substantial amendment. The 
substantial amendment should include a covering letter detailing the measures taken, the 
reason for them and the name of the MHRA medical assessor contacted; a Notification of 
Clinical Trial (CT) Amendment form and any additional supporting documentation.   

CT Amendment form: EudraCT Public Website Documentation page 
 
The completed substantial amendment form must be: 

1. Faxed to the MHRA Clinical Trials Unit on 020 7084 2443 or sent by e-mail to  
clintrialhelpline@mhra.gsi.gov.uk) marked ‘Urgent Safety Measure’ and  

2. Sent as PDF documents on disk to: Information Processing Unit, Area 6, 
Medicines and Healthcare products Regulatory Agency, Market Towers, 1 Nine Elms 
Lane, London. SW8 5NQ  

3. Sent to the Main REC that approved the study – details will be held in the TMF. 
4. Copies to the Sponsor (where RDEFT is the Sponsor send to R&D department). 
5. Copied to the R&D Department by fax on 01392 403012. 
6. Copied to the CI if the USM is reported by a PI or Sponsor. 

 
A copy of the complete substantial amendment application must be retained in the ISF/TMF 
together with evidence of posting (recorded delivery is recommended).  An acknowledgement 
must always be requested and followed up if not received.  This acknowledgement 
correspondence must be filed in the ISF/TMF. 

 
For those studies sponsored by the RDEFT upon receipt of the completed substantial 
amendment form the R&D Department will decide whether the amendment might affect the 
Trust’s sponsorship of the study and refer it to the R&D Committee/Clinical Trials Committee 
(CTC) if this is considered necessary. External review of the amendment may be obtained.  

 
For hosted studies the R&D department will review the completed substantial amendment and 
decide whether the amendment would affect Trust Approval, and refer it to the CTC if 
considered necessary.   
 
The investigator at each site is responsible for ensuring that all other involved parties, such as 
pharmacy, are promptly notified that amendments have been made.  Refer to 
R&D/Amendments/S02. 

 

http://ec.europa.eu/health/documents/eudralex/vol-10/
mailto:clintrialhelpline@mhra.gsi.gov.uk
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Any correspondence relating to the USM from the MHRA, REC and/or Sponsor must be 
retained in the ISF/TMF.  Correspondence from the MHRA and/or REC must be copied to the 
R&D Department.  

6. FURTHER READING 
 

Notification of an amendment form, EudraLex - Volume 10 Clinical trials guidelines - 
European Commission 
 
R&D/Amendments/S02 
Forms - Notification of Urgent Safety Measure Report Form 

 
 APPENDIX 1 – DEFINITIONS 
 
 APPENDIX 2 – ABBREVIATIONS 
 

ISF - Investigator Site File 
TMF  - Trial Master File 
USM - Urgent Safety Measure 
R&D - Research & Development 
RDEFT - Royal Devon & Exeter NHS Foundation Trust 
MHRA - Medicinal and Healthcare products Regulatory Agency 
REC - Research Ethics Committee 
SOP - Standard Operating Procedure 
IMP - Investigational Medicinal Product 
SAE - Serious Adverse Event 
PI - Principal Investigator 
CI - Chief Investigator 
CTIMP - Clinical Trial of an Investigational Medicinal Product 
CT - Clinical Trial 
PDF - Portable Document Format 

 
APPENDIX 3 – SCENARIO 
 
Examples of Urgent Safety Issues might include:  
 
1)  Single case reports of a Serious Adverse Reaction with an unexpected outcome (eg, 

death); 
2)  An increase in the frequency of a Serious Adverse Reaction which is judged to be 

clinically important;  
3)  A new event relating to the use or development of the IMP that is likely to affect the 

safety of the study participants, eg:  
3.1  An SAE that could be associated with the trial procedures which could lead to a 

modification of the conduct of the trial;  
3.2  A lack of efficacy of an IMP used for the treatment of a life-threatening disease; 
3.3  A major safety finding from a completed clinical trial using the same IMP. 

 
 
 

http://ec.europa.eu/health/documents/eudralex/vol-10/
http://ec.europa.eu/health/documents/eudralex/vol-10/

