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1. INTRODUCTION 

This Standard Operating Procedure (SOP) describes the processes for how 
amendments relating to research studies should be reported to the R&D office where 
RFL is a research site. 

This document sets out the procedures to be followed by all Staff who are responsible 
for submitting amendments to research studies run at RFL. 

 

2. OBJECTIVE 

This document defines the Trust’s procedure for changes to research studies 
following Trust approval. 

This document clarifies the approval and implementation process for amendments so 
as to meet the standards described in Good Clinical Practice (GCP: ‘a standard for 
the design, conduct, performance, monitoring, auditing, recording, analyses, and 
reporting of clinical trials that provides assurance that the data and reported results 
are credible and accurate, and that the rights, integrity, and confidentiality of trial 
subjects are protected’). 

 

3. DEFINITIONS 

CSP - The Coordinated System for gaining NHS Permission: The system through 
which NIHR portfolio adopted studies are processed. 

NIHR - National Institute for Health Research  

RFL - Royal Free London Hospital NHS Foundation Trust 

RM&G - Research Management & Governance 

R&D - Research & Development 

Clinical Trial of Investigational Medicinal Product (CTIMP) -  Any investigation 
in human subjects intended to discover or verify the clinical, pharmacological and/or 
other pharmacodynamics effects of one or more investigational medicinal product(s), 
and/or to identify any adverse reactions to one or more investigational medicinal 
products(s) and/or Study absorption, distribution, metabolism and excretion of one or 
more investigational product(s) with the object of ascertaining its (their) safety and/or 
efficacy. 

Sponsor - Individual, organisation or group taking on responsibility for securing the 
arrangements to initiate, manage and finance a study. A group of individuals and/or 
organisations may take on sponsorship responsibilities and distribute them by 
agreement among the members of the group, provided that, collectively, they make 
arrangements to allocate all the responsibilities in this research governance 
framework that are relevant to the study. 

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

(1) the safety or physical or mental integrity of the subjects of the trial; 

(2) the scientific value of the trial; 

(3) the conduct or management of the trial; 
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(4) the quality or safety of any investigational medicinal product used in the trial. 

Non-Substantial (Minor) Amendment - Non-substantial amendments are minor 
changes that are not considered substantial as described above. Non-substantial 
amendments do not require submission to REC and /or MHRA but must be 
documented in the TMF, including the rationale to why the amendment is not 
considered substantial. 

Amendment category A – Amendment to a research study which has implications 
for all participating NHS organisations hosting a research study; all participating NHS 
organisations are expected to consider the amendment.  

Amendment category B – Amendment to a research study which has implications 
for specific participating NHS organisations; only the affected NHS organisations are 
expected to consider the amendment.  

Amendment category C – Amendment to a research study that has no implications 
that require management or oversight by the participating NHS organisation hosting 
the research study; all participating NHS organisations will have access to the 
amendment but they are not expected to consider the amendment.    

Urgent Safety Measure - An urgent safety measure is taken by the sponsor or 
investigator in order to protect the subjects of a clinical trial against any immediate 
hazard to their health or safety. These can be implemented immediately. 

 

4. EQUALITY STATEMENT 

The Royal Free London NHS Foundation Trust is committed to creating a positive 
culture of respect for all individuals, including job applicants, employees, patients, 
their families and carers as well as community partners.  The intention is, as required 
by the Equality Act 2010, to identify, remove or minimise discriminatory practice in the 
nine named protected characteristics of age, disability (including HIV status), gender 
reassignment, marriage and civil partnership, pregnancy and maternity, race,  religion 
or belief, sex or sexual orientation.  It is also intended to use the Human Rights Act 
1998 to treat fairly and value equality of opportunity regardless of socio-economic 
status, domestic circumstances, employment status, political affiliation or trade union 
membership, and to promote positive practice and value the diversity of all individuals 
and communities.   

This document forms part of the trust’s commitment.  You are responsible for 
ensuring that the trust’s policies, procedures and obligation in respect of promoting 
equality and diversity are adhered to in relation to both staff and service delivery. 

The equality analysis for this SOP is attached at Appendix 6. 

5. DUTIES 

The Trust is committed to the delivery of world class care and expertise to both staff 
and patients, and our values of positively welcoming, actively respectful, visibly 
reassuring and clearly communicating are fundamental to the delivery of this. This 
policy has been developed with our values in mind, and is intended to be 
implemented within the spirit of these values. 

 

This Policy applies to all research that is being conducted at RFL. 

Staff involved in amendment applications, both submission and review, must comply 
with the requirements set out in section 6. 
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The Chief Investigator of a research study is responsible for initiating any 
amendments to a study and ensuring that all the relevant regulatory approvals have 
been obtained prior to its implementation. The actual procedure of applying for and 
implementing amendments may be delegated to a responsible member of the 
research team. 

The Chief Investigator of a study is responsible for ensuring all participating sites 
receive revised documentation and ensuring host sites grant NHS permission for 
substantial amendments prior to implementation at the participating site. The revised 
documentation must be send to the Principal Investigators and the R&D departments 
at the participating sites. 

The sponsor is responsible for the classification and authorisation of the amendment 
prior to submission to regulatory bodies. 

The local research team is responsible for sending the amendment documents to 
R&D Office if they receive an amendment submission that has not yet been 
acknowledged by the RFL R&D Office.  

6. DETAILS OF THE PROCEDURE 

Please follow procedure 1, 2 or 3 depending on the type of amendment and whether 
or not the study is proceeding through CSP. 

6.1 Procedure 1 - Substantial and non-substantial amendments for studies proceeding 
through CSP 

 With the exception of ‘urgent safety measures’, the Chief Investigator (CI) of a 
research study is responsible for initiating any amendments to a study and 
ensuring that all the relevant regulatory approvals have been obtained prior to its 
implementation. The actual procedure of applying for and implementing 
amendments may be delegated to a responsible member of the research team. 
The complete amendment application should be submitted to the Lead CLRN. 

 The Lead CLRN determines whether or not the amendment is category A, B or 
C.  

 The Lead CLRN acknowledges receipt of the amendment anddistributes the 
amendment to the RFL R&D office, stating the classification of the amendment.  

 The amendment is allocated to a member of the R&D team. 

 Category A and B:  

o The R&D office will send a ‘Receipt of Amendment’ email (please see 
Appendix 3)The R&D office will review the amendment and identify any 
potential issues that may impact supporting departments (i.e. pharmacy 
or radiology), study finances, study contracts, or governance.If any 
further internal review is necessary, this should be performed in parallel 
to the R&D review by the relevant research team.  Any issues should be 
fed back to the R&D office.The R&D office has 35 days to raise any 
objections or notify the Principal Investigator/Sponsor of no objection to 
the amendment being implemented at the site. The 35 day period starts 
on receipt of a full amendment submission (i.e. amendment form, letter 
and revised documents). If a finance, contract or governance issue is 
raised as a result of the amendment, R&D will inform the PI /Sponsor as 
soon as this is identified.Once amendment is reviewed and no issues 
identified, the R&D office will send out a No Objection email (see 
Appendix 4)If 35 days passes with no communication from the R&D 
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office, then the amendment may be implemented at RFL without 
acknowledgement. Where required, regulatory approval must be in place 
before an amendment can be implemented. The only exception to this 
rule is an urgent safety measure. 

 Category C:  

o The amendment is allocated to a member of the R&D team.  

o The member of the R&D team forwards the amendment to the relevant 
members of the research team who are responsible for the maintenance 
of study site files. 

 The PI is responsible for reviewing, agreeing to and localising the appropriate 
amendment documentation before implementing at the site. 

 The PI is responsible for informing their team of the amendment as soon as they 
are made aware of it. 

 The above responsibilities can be delegated to members of the research teams.  

 

6.2 Procedure 2 - Substantial amendments for studies not proceeding through CSP 

 With the exception of urgent safety measure, the CI of a research study is 
responsible for initiating any amendments to a study and ensuring that all the 
relevant regulatory approvals have been obtained prior to its implementation. 
The actual procedure of applying for and implementing amendments may be 
delegated to a responsible member of the research team. 

 The complete amendment application should be submitted to the R&D inbox 
(rf.randd@nhs.net) 

 The amendment is allocated to a member of the R&D team and R&D office will 
send a ‘Receipt of Amendment’ email (please see Appendix 3). 

 The R&D office has 35 days to raise any objections or notify the PI/Sponsor of 
no objection to the amendment being implemented at the site. The 35 day period 
starts on receipt of a full amendment submission (i.e. amendment form, letter 
and revised documents). If a finance, contract or governance issue is raised as a 
result of the amendment, R&D office will inform the PI/Sponsor as soon as this is 
identified. 

 Once amendment is reviewed and no issues identified, the R&D office will send 
out a ‘No Objection email’ (see Appendix 4). 

 If 35 days passes with no communication from the R&D office, then the 
amendment may be implemented at RFL without acknowledgement. Where 
required, regulatory approval must be in place before an amendment can be 
implemented. The only exception to this rule is an urgent safety measure 

 The PI is responsible for reviewing, agreeing to and localising the appropriate 
amendment documentation before implementing at the site. 

 

6.3 Procedure 3 - Non-substantial amendments for studies not proceeding through CSP 

 The complete amendment should be submitted to the R&D inbox 
(rf.randd@nhs.net). 

 The R&D office does not acknowledge receipt of non-substantial amendments. 

mailto:rf.randd@nhs.net
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 The PI is responsible for reviewing, agreeing to and localising the appropriate 
amendment documentation before implementing at the site. 

 

7. POLICY 

This SOP is mandatory and non-compliance with it may result in disciplinary 
procedures. 

 

8. RISK MANAGEMENT/ LIABILITY/MONITORING & AUDIT  

 The SOP Working Group will ensure that this SOP and any future changes to this 
document are adequately disseminated. 

 The R&D Department will monitor adherence to this SOP via the routine audit and 
monitoring of individual clinical trials and the Trust’s auditors will monitor this SOP 
as part of their audit of Research Governance. From time to time, the SOP may 
also be inspected by external regulatory agencies (e.g. Care Quality Commission, 
Medicines and Healthcare Regulatory Agency). 

 In exceptional circumstances it might be necessary to deviate from this SOP for 
which written approval of the RM&G Manager/Deputy R&D Director should be 
gained before any action is taken.  

 SOP deviations should be recorded including details of alternative procedures 
followed and filed in the Investigator and Sponsor Master File. 

 The Research and Development Directorate is responsible for the ratification of 
this procedure. 

 

9. FORMS/TEMPLATES TO BE USED 

 Receipt of Amendment email template (Appendix 3) 

 No objection email template (Appendix 4) 

 

 

 

 

 

 

APPENDIX 1  

Amendment flowchart for CSP NIHR Portfolio Studies 
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CI/Sponsor submits amendment to 
Lead CLRN and REC (/MHRA) in 

parallel 

 

Study-wide amendment validation at Lead CLRN  

- Category A,B, C 
- Implementation date set (35 days) 

-  

 
Lead CLRN distributes to the RFL R&D 

for A (B where relevant) and C.  

 

Category A and B (where relevant):  

R&D will review the amendment and identify any 
potential issues. PI will be notified that review is 
underway (Appendix 3).  

If a finance, contract or governance issue is raised 
as a result of the amendment, R&D will inform the 
PI/Sponsor as soon as it is identified. 

PI (or research team member with delegated 
responsibility) will perform internal review of 
amendment to consider impact of day to day 
running of trial on the service/capacity of 
supporting departments.  

Any issues should be fed back to R&D.  

 

 

 

 

 

 

 

 

Category C:  

R&D will record the amended documents and notify 
the relevant members of the research team.  

  

 

PI (or research team member with delegated 
responsibility):   

 localise docs as required 

 Update ISF  

 Circulate email to team to inform them that 
amendment can be implemented.   

Once review is complete, R&D will check that all 
regulatory approvals are in place and issue a letter 
(email) of no objection (Appendix 4) 

 

PI (or research team member with delegated 
responsibility):   

 localise docs as required 

 Update ISF  

 Circulate email to team to inform them that 
amendment can be implemented.   
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APPENDIX 2 

Amendment flowchart for Non-CSP Studies 

CI/Sponsor submits amendment to 
REC (/MHRA) in parallel 

 

When approval(s) have been received by the 
Sponsor, all amendment related documents 
should be sent to the designated research team 
contact at site. 

 

 
The designated research team contact 

should then submit a complete 
amendment application to the RFL 

R&D inbox (rfh.randd@nhs.net) 

 

R&D will review the amendment and identify any 
potential issues that may impact on Trust and 
supporting departments.  PI will be notified that 
review is underway and of implementation date if no 
issues raised – Appendix 3 

 

- Study finances 
- Contracts 
- Governance (as appropriate) 

 

If a finance, contract or governance issue is raised as 
a result of the amendment, R&D office will inform 
the PI/Sponsor as soon as it is identified. 

 

 

Research team to perform internal review of 
amendment (if required).  Internal review considers 
impact of day to day running of trial on the 
service/capacity of supporting departments.  E.g. 
pharmacy changes to chemocare, additional samples 
to be processed etc. 

 

Any issues should be fed back to R&D who have 35 
days to raise an objection to the amendment being 
implemented at site.   

 

  

 

Research Team to:  

 Submit notification of substantial amendment form 
    together with a copy of all enclosures.  

 localise docs as required and return to R&D 
 

 

R&D has 35 days to raise any objections with 
PI/Sponsor or notify the PI/Sponsor of no objection 
(Appendix 4). 

 

If 35 days passes with no communication from the 
R&D office, the amendment may be implemented at 
RFL without acknowledgement (as per 
implementation date provided in Appendix 3 email).  
If the amendment requires regulatory approval, 
these must be in place prior to implementation – 
except for urgent safety measures.   

 

*35 day period starts on receipt of a full amendment 
submission.  
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APPENDIX 3  

Receipt of Amendment email 

Dear PI, 

Re: Study ID - Study Short Title - Amendment # Amendment ID 

Date of Submission to REC date 

We have received a submission for the above amendment. An amendment review is now 
under way at the R&D office. 

If applicable, please ensure you send copies of your regulatory approval(s) (REC, MHRA and 
other supporting documents) to this email address. 

The R&D office has 35 calendar days to undertake the amendment review. Accordingly, 
subject to the two conditions below, you will be able to implement the amendment on 
dd/mm/yyyy, at RFL. 

 You may not implement this amendment until and unless you receive, and forward to 
us, all required regulatory approvals (where applicable). 

 You may not implement this amendment at RFL if the R&D office informs you that 
they have identified an objection or issue, until they notify you that this review has 
been satisfactorily completed. 

As it is the responsibility of the R&D office to notify you of any objections for local 
implementation of the amendment, you are not required to wait for an acknowledgement of 
receipt from the R&D office in relation to the amendment before you may implement on the 
above date. 

Please note that it remains the Sponsor’s/CI’s responsibility to ensure the PI is informed of 
this amendment.  As a PI, it is your responsibility to forward this email on to all relevant 
parties involved with this study at RFL as soon as possible 

Please contact [name] if you require any further assistance. 

 

Kind regards 

[Your name] 



SOP 003: Reporting Amendments  

SOP 003: Reporting Amendments 

Version 1.2, 03 OCT 2017  

 Page 12 of 16  

APPENDIX 4 

No objection email 

 

Dear Dr (Insert PI name),  

 
R&D ref:  
Title:  
REC number:  
Amendment Ref:  
Amendment Date:  
 
The R&D office acknowledges receipt of the above amendment and the following 
documents: 
 
a. Ethics approval letter (insert date of approval letter) and documents listed therein. 
b. MHRA approval letter (insert date of approval letter) and documents listed therein. 
 
The R&D office has no objections to this amendment and the study may continue at Royal 
Free London NHS Foundation Trust. 
 
Please keep a copy of this email for your site file and ensure that you have notified any 
support departments which this amendment might effect. 
 
Kind Regards, 
 
[Your name] 
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APPENDIX 5 
 
SOP Reading Log 

 

READ BY 

NAME TITLE SIGNATURE DATE 
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APPENDIX 6 

Royal Free London NHS Foundation Trust Equality Analysis guide and Tool 

An equality analysis is a review of a policy, practice, function, business case, project or service change which establishes whether there is a 
negative effect or impact on particular social groups.  This In turn enables the organisation to demonstrate it does not discriminate and, where 
possible, it promotes equality to meet the needs of the diverse patients and communities we serve. 

This check list is a way to help you think carefully about the likely impact on equality groups and take action to improve services. This is also 
an opportunity to evidence positive practices in our services and demonstrate strategic integrity to ensure that our services and employment 
practices are fair, accessible and appropriate for all patients, visitors and carers, as well as our talented and diverse workforce. 

 

Name of the policy / function / service development being assessed Standard Operating Procedure for Reporting Amendments 
 

Briefly describe its aims and objectives: This SOP clarifies the approval and implementation process for 
amendments within RFL so as to meet the standards described in 
Good Clinical Practice. 
 

Directorate and Lead: 
 

Heidi Saunders 
Senior Portfolio Coordinator 
R&D Department, Medical Directorate 

Evidence sources: DH, legislation. JSNA, audits, patient and staff 
feedback 
 
 

Medicines for Human Use (Clinical Trials) Regulations 2004 and all 
associated amendments. 
Research Governance Framework for Health and Social care (2005). 
New process for handling amendments to NIHR CSP studies (NIHR, 
2013). 

 
Is the Trust Equality Statement present? 

 
          Yes                                       if no do not proceed with  
                                                       Equality  Analysis (EA) 

 

If you are conducting an EA on a procedural document please identify evidence sources and references, who has been involved in the 
development of the document, process or strategy, and identify positive or negative impacts. It is the discussion regarding the equality impact 
of the document that is important. 

 



SOP 003: Reporting Amendments  

SOP 003: Reporting Amendments 

Version 1.2, 03 OCT 2017  

 Page 15 of 16  

Equality Analysis Checklist 

Go through each protected characteristic below and consider whether the policy, practice, function, business case, project or service change 
could have any impact on groups from the identified protected characteristic, involve service users where possible and get their opinion, use 
demographic / census data (available from public health and other sources), surveys (past or maybe carry one out), talk to staff in PALS and 
Complaints and Patient Experience.  

 

Please ensure any remedial actions are Specific, Measureable, Achievable, Realistic, and Timely ( SMART). 

Equality Group Identify  
negative 
impacts 

What evidence, 
engagement or 
audit  has been 
used? 

How will you 
address the 
issues 
identified? 

Identifies who will 
lead the work for the 
changes required 
and when? 

Please list positive 
impacts and existing 
support structures  

 
Age 
 

 
None identified 

R&D 
administrative 

document 

 
N/A 

 
N/A 

 

This SOP includes 
the Trust Equality 
Statement, as well 
as the results from 
the Equality 
Assessment for this 
SOP. 
 
These actions are 
designed to embed 
the equality agenda 
and promote 
equality compliance 
within the Trust. 

 
Disability 
 

 
None identified 

R&D 
administrative 

document 

 
N/A 

 
N/A 

 
Gender Reassignment 
 

 
None identified 

R&D 
administrative 

document 

 
N/A 

 
N/A 

 
Marriage and Civil Partnership 
 

 
None identified 

R&D 
administrative 

document 

 
N/A 

 
N/A 

 
Pregnancy and maternity 
 

 
None identified 

R&D 
administrative 

document 

 
N/A 

 

 
N/A 

 
 
Race 

 

 
None identified 

R&D 
administrative 

document 

 
N/A 

 
 

 
N/A 
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Equality Group Identify  
negative 
impacts 

What evidence, 
engagement or 
audit  has been 
used? 

How will you 
address the 
issues 
identified? 

Identifies who will 
lead the work for the 
changes required 
and when? 

Please list positive 
impacts and existing 
support structures  

Religion or Belief 
 

None identified 
R&D 

administrative 
document 

N/A 
 

N/A 
 

 
Sex 
 

 
None identified 

R&D 
administrative 

document 

 
N/A 

 

 
N/A 

 
 
Sexual Orientation 
 

 
None identified 

R&D 
administrative 

document 

 
N/A 

 

 
N/A 

 
 
Carers 

 

 
None identified 

R&D 
administrative 

document 

 
N/A 

 

 
N/A 

 
 

It is important to record the names of everyone who has contributed to the policy, practice, function, business case, project or service change.   

Equality Analysis completed by: (please include every 
person who has read or commented and approval 
committee(s).  Add more lines if necessary) 
 

Organisation Date 

Heidi Saunders 
 

Senior Portfolio Coordinator, Royal Free London NHS 
Foundation Trust 

25.4.2014 

 
SOP Working Group 

Royal Free London NHS Foundation Trust 25.4.2014 

 
Jackie Macklin 

 

RFL Interim Equality and Diversity Operational Lead 
06.05.2014 

 
 

  

 


