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This SOP template has been written as an example which can be adapted for use in any department conducting clinical research where there are no SOPs in place.  The contents of the SOP should be reviewed in conjunction with the procedures which take place within the department and the text should be altered accordingly.

Delete highlighted text before finalising the document.
1. purpose

The purpose of this Standard Operating Procedure (SOP) is to describe the standard procedures to be followed when preparing and obtaining approval for a protocol amendment for clinical studies sponsored by the Oxford Radcliffe Hospitals NHS Trust. 

2. introduction

A protocol amendment is required if it is necessary to make changes to the research after approvals from the ethics committee, MHRA (Medicines and Healthcare products Regulatory Agency) and/or R+D department have been received.

Substantial amendments must be reported to the ethics committee, MHRA, R+D department and the Clinical Trials and Research Governance.

A substantial amendment is defined as an amendment to the terms of the protocol or any other supporting documentation that is likely to affect to a significant degree:

a. the safety or physical or mental integrity of the subjects of the trial

b. the scientific value of the trial

c. the conduct or management of the trial

d. the quality or safety of any investigational medicinal product used in the trial

Non substantial amendments do not need to be notified to the MHRA and ethics committee but records of the amendment and when it was implemented should be kept in the study file.  The R+D department should be notified of non substantial amendments.

The legal responsibility to decide whether an amendment is substantial lies with the sponsor.  In practice this decision will be made by the chief investigator.

3. Scope
This SOP applies to clinical research where the ORH NHS Trust has accepted the role of ‘Sponsor’, in the INSERT NAME department/ for the INSERT NAME/NUMBER trial.*

* delete as appropriate
 This SOP does not apply to commercially sponsored research or research sponsored by an external non-commercial organisation.

4. responsibilities

4.1 Chief Investigator or delegate

To prepare a protocol amendment and related documents and gain the necessary approvals.

4.2 Research Governance Co-ordinator
To provide advice/assistance with the preparation of the protocol amendment and related documents, as necessary. To assess the implications of the amendment for indemnity of the study.

5. procedure

5.1 Application

Once it has been established that a protocol amendment is required, the investigator or delegate should then assess whether they consider an amendment is substantial or not. This must be agreed with the R&D department as sponsor. 

See http://ec.europa.eu/enterprise/pharmaceuticals/eudralex/vol-10/11_ca_14-2005.pdf and the NRES website http://www.nres.npsa.nhs.uk/applications/after-ethical-review/notification-of-amendments/ for guidance on what is regarded to be a substantial amendment.

Substantial amendments must be reported using the amendment notification form to the R+D department, the main ethics committee who originally reviewed the study and, for clinical trials, the MHRA. Forms are available for clinical trials on: http://ec.europa.eu/enterprise/pharmaceuticals/eudralex/vol-10/11_an2_14-2005.pdf
and on IRAS for all other studies. 

Non-substantial amendments do not need to be notified to the MHRA or ethics committee.  However details should be kept in the study file and the R+D department should be informed of the amendment.

The application should be accompanied by a covering letter which indicates the reason for qualification as a substantial amendment.  The heading should contain the EudraCT number/REC number, trial identification and amendment number.  Notifications should include either an extract of the modified documents showing previous and new wording where applicable or (preferably) the new version of the modified documents (with the changes highlighted), identified with updated version number and date.

The investigator must ensure that that subject information sheet and/or consent form are revised if necessary and that these and any other supporting documents are also submitted to the R+D department,  MHRA and ethics committee for approval. 
5.2 Implementation

The substantial amendment may be implemented if the ethics committee opinion is favourable (an opinion must be given within 35 days) and the MHRA have raised no ground for non-acceptance after 35 days from the receipt of a valid notification of an amendment, unless notified otherwise by the MHRA. Final R+D approval will not be granted until documented evidence of ethics committee and MHRA approval has been received by the R+D department.

The investigator must ensure that all individuals working on the study are aware of the changes made to the protocol and that they abide by the changes.

Urgent amendments to a study such as a temporary halting of the trial for safety reasons may be implemented without prior authorisation from the ethics committee, MHRA or R+D department.  However, the MHRA and the ethics committee should be informed within 3 days and R+D department should be informed as soon as possible.

If the subject information sheet and/or consent form have been changed as a result of the protocol amendment, then the investigator must ensure that the new approved version is used for all future subjects recruited to the study. Consideration should be given to subjects who have already consented for the study and who are still participating who may need to be re-consented with the new documents. All previously approved versions should be kept in the trial master file.

6. forms/Templates to be used

Where Forms/Templates are referenced in the text, the numbers and titles are listed under this section.  
7. Internal AND EXternal references

This section is used to list all controlled internal references (e.g. SOPs) and external references referred to within the text of the SOP only. 
7.1 Internal References 

7.2 External References

8. Change History

Where the SOP is the initial version:

· SOP No: Record the SOP and version number

· Effective Date: Record effective date of the SOP or “see page 1” 

· Significant Changes: State, “Initial version”  or “new SOP” 

· Previous SOP no.: State “NA”. 

Where replacing a previous SOP:

· SOP No: Record the SOP and new version number

· Effective Date: Record effective date of the SOP or “see page 1” 

· Significant Changes: Record the main changes from previous SOP

· Previous SOP no.: Record SOP and previous version number
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