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2. Definitions of Terms Used / Glossary 
 

CI Chief Investigator 
CTA Clinical Trials Agreement 
CTIMP Clinical Trial of an Investigational Medicinal Product 
CTU Clinical Trials Unit 
EU European Union 
GCP Good Clinical Practice 
HRA Health Research Authority 
NNUHFT Norfolk and Norwich University Hospitals NHS Foundation Trust 
R&D Research and Development 
SOP Standard Operating Procedure 
UEA University of East Anglia 

 
 
3. Objectives 
 

To describe the process for writing health care research proposals and protocols. 

 
 
4. Scope  
 
To describe the process for researchers at UEA and NNUHFT. 
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5. Purpose 
 
This process aims to ensure the research team has the correct guidance to enable 
production of protocols for research studies. Research is carefully designed to safeguard 
the health and safety of the participants in compliance with the conditions and principles of 
Good Clinical Practice (GCP) and the applicable UK guidelines and regulations. 
 
 
6. Rules 
 

A research protocol is an essential document which 
provides the research team with a plan for undertaking 
the study 

 

• A protocol is a legal document that, once approved by regulatory and ethical bodies, all parties 
and organisations involved in the study agree to comply with 

• Investigators and the Sponsor should sign and date the signature page of the current protocol 
and organisations should refer to the protocol in their agreements about the study 

• The protocol must be written by the Research Team prior to applying for any approval and prior 
to starting the study 

• HRA templates should be used in the development of the protocol 
https://www.hra.nhs.uk/planning-and-improving-research/research-planning/protocol/  
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7. Procedure for Research Protocol Development 
 
 
  

The final version of the protocol must be reviewed, amended and approved by the 
Research Team, to include: the Chief Investigator (CI),the sponsor, statistician and 
pharmacist (the latter two roles being essential for CTIMPs). For studies involving a 
health economic analysis, the analysis output should also be reviewed by the Health 

Economist 
 

The final version of the protocol sent for regulatory and ethical approval should be 
signed and dated by the CI, and the Sponsor and stored in the Trial Master File (see 

SOP 305 Creating and Maintaining a Trial Master File) 

Prior to the start of a study the protocol should be developed in accordance with the Health 
Research Authority (HRA) guidelines https://www.hra.nhs.uk/planning-and-improving-

research/research-planning/protocol/ 
Public involvement should be planned at the earliest opportunity.  For research that will involve a Confidentiality Advisory Group (CAG) 

application the public should be involved prior to submitting an application 

Where the study is adopted 
by a CTU, a CTU will need 

to be involved in the 
development 

The protocol should be version controlled (see 
SOP 865 Study Specific Document 

Management) 

The process for applying for ethical and research governance review is part of the 
start-up activities for a Clinical Trial (SOP 325), confirmation of Sponsorship of 

Research (SOP 400), and obtaining MHRA approval for CTIMPs and Medical Devices 
trials (SOP405).   

 

The submitted version of the protocol may be updated following comments and 
feedback from regulatory bodies prior to the start of the project. All versions should be 
signed and dated and stored in the TMF. Guidance on the content of the protocol is 

provided in the templates at https://www.hra.nhs.uk/planning-and-improving-
research/research-planning/protocol/ 

Please refer to Appendix 2 for a visual guidance on milestones in study development.  
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The final protocol that is submitted to the ethics committee should be numbered as version 
1.0 and dated with the date of finalisation 
 

The final draft protocol and other essential study documents, including the IRAS 
form, participant information sheet (PIS) and informed consent form (ICF) will be 
reviewed by the sponsor prior to submission. The Sponsor Representative will 
confirm review of these documents by electronically authorising the IRAS form 
submission. 

Once regulatory approvals have been issued for a study, any changes to the 
protocol will need to be submitted formally for review as an amendment. The 
process for seeking approval for amendments to the research protocol is detailed 
in: 

• SOP 215 (Research Study Amendments) 

• SOP 405 (Obtaining and Maintaining Medicines and Healthcare Products 
Regulatory Approvals Agency (MHRA) Approval for a Clinical Trial).  

 
8. UEA and NCTU Procedure  
 
The procedure will be as defined in the local working practice documentation.   
 
Where a CTU has been delegated responsibility for developing the research protocol, the 
CTU’s research protocol template may be used with Sponsor approval. 
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9. Appendix 1 Requirements for a Clinical Investigation Plan (CIP) for Medical 

Device Trials 

From Guidance_for_mfrs_-_compiling_a_submission_to_MHRA_-_May_2021.pdf 

(publishing.service.gov.uk) 

A copy of the clinical investigation plan must be provided, which should be in line with  
ISO 14155:2020.  

The following information should either be included in the Clinical Investigation Plan or 

within other documents submitted to MHRA 

• Name(s), address(es) of the institution(s) in which the clinical investigation will be 

conducted A signed copy of the signature page for the Clinical Investigation Plan 

signed by all UK investigators Description of intended purpose and mode of action 

of device Investigation parameters and design  

Aims and objectives of clinical investigation (bearing in mind which essential requirements 

or general safety and performance requirements are being addressed by the Clinical 

Investigation in question).  

Type of investigation. A clear description of the type of study design (e.g. single-arm or 

controlled, parallel group or crossover) and purpose of the study (feasibility vs 

confirmatory).  

If applicable, details of the type of randomisation to be used (e.g. simple, block, stratified, 

minimisation). If stratified randomisation or minimisation is used, the 

stratification/minimisation variables should be listed.  

If applicable, the study classification e.g. a superiority trial (to show that the test device is 

superior to the comparator), an equivalence trial (aiming to show that two treatment arms 

only differ by an amount which is clinically unimportant), or a non-inferiority trial (to 

demonstrate that the test device is not clinically inferior to the comparator).  

If applicable, details of the approach to blinding (double-blind, single-blind or open label 

with justification).  

Sample size (with justification) - see section 1.2 of the MHRA guidance on statistical 

considerations. Even in a first-in-human or pilot/feasibility study which does not propose to 

test a formal hypothesis it should be justified that the proposed sample size is suitable for 

the purpose of the study.  

Number of centres participating in the study with justification.  

Duration of study with start and finish dates and proposed follow-up period, (with 

justification).  

Docusign Envelope ID: 46024F3A-EA30-4713-B4B6-3EE77CDAEF8D

https://assets.publishing.service.gov.uk/media/62f52991d3bf7f4c6a8677f8/Guidance_for_mfrs_-_compiling_a_submission_to_MHRA_-_May_2021.pdf
https://assets.publishing.service.gov.uk/media/62f52991d3bf7f4c6a8677f8/Guidance_for_mfrs_-_compiling_a_submission_to_MHRA_-_May_2021.pdf


SOP 320 Developing a Research Protocol 

Standard Operating Procedure for:  Developing a Research Protocol                                            R&D SOP Number:  320 
Author/s:   Basia Brown                                                                              Author/s title: Research Governance Coordinator  
Approved by: Julie Dawson/Sarah Ruthven                                         Date approved: 18/09/2025 Review date: 18/09/2028 
Available via Trust Docs       Version:  V4                        Trust Docs ID: 13855                                                    Page 7 of 10 

Criteria for patient selection including: Inclusion and exclusion criteria (with justification and 

any age limits specified), Criteria for withdrawal.  

Description of the generally recognised methods of diagnosis or treatment of the medical 

condition for which the investigational testing is being proposed.  

Where applicable, details of any proposed post-market clinical follow-up plan and provision 

of long-term safety and performance data of the device under investigation  

Consideration should be given to adding a section on how the study will be conducted 

during a global pandemic/regional epidemic or natural disaster  

• Data collection/analysis/statistics  

Description of end points (primary and secondary) and the data recorded to achieve the 

end points, method of patient follow-up, assessment and monitoring during investigation.  

The analysis populations to be used.  

The hypotheses which are to be tested and/or the device performance characteristics 

which are to be estimated to satisfy the objectives of the clinical investigation. The 

statistical methods to be used to accomplish these tasks should be described for the 

primary (and preferably the secondary) variables.  

The significance level to be used for any statistical tests, and whether this is 2-sided or 1-

sided.  

Methods for handling missing data should be stated, with sensitivity analyses to assess 

the impact of missing data, if appropriate.  

Description of all interim analyses planned and their timing and purpose (e.g. stopping for 

futility or efficacy). Details of the statistical analysis of the interim data, along with precise 

rules for which actions will be taken and the results that would lead to those actions (e.g. 

the trial will be stopped for efficacy if 2-sided p<0.001 at the interim analysis). Details of 

how the type I error of the final analysis will be adjusted to account for the interim analysis. 

In the case of unblinded interim analyses, details of how dissemination of the results will 

be restricted to preserve the integrity of the trial.  

Description of procedures and details of data to record and report serious adverse events 

and adverse device related incidents (in line with requirements in MEDDEV 2.7/3 or 

MDCG 2020-10/1).  

Please also refer to MHRA guidance on statistical considerations for further details 

Statistical_considerations_clinical_investigations_-_May_2021.pdf  
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10. Appendix 2 –  Milestones in study development 
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12. Approval 
 

Author Basia Brown 

Role  Research Governance Coordinator 

Approved & Authorised NNUH Julie Dawson 

Role  Research Services Manager  

Signature   

Date   

Approved & Authorised UEA  Sarah Ruthven 

Role  Research Manager  

Signature   

Date   

 
 
13. Training Implication 
 

Training Implication Yes 

Actions required  • Additional training may be required 
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