PROTOCOL TEMPLATE

A research protocol outlines the plan for how a study is run. The study plan is developed to answer research questions. It provides scientific merit feasibility of a study, detailed objectives, design, methodology, statistical considerations and how the study will be conducted and evaluated. A well written and complete protocol is essential for a high quality study and will make publishing the results easier. 

Approval for a protocol is easier and more likely to be complete if it follows a particular layout or template. While there are several templates available, this template is a broad outline of sections expected in a protocol and is structured to fit population health and data linkage projects. 

This is by no means a definite layout for a protocol but more to provide guidance of what is expected. Not all of the sections will be relevant to every study and will depend on the design and complexity of the study. Therefore, adapt the template to customise it to your study design. Protocols can be about half a dozen pages long to about fifty pages long.

Protocols always include the following main sections: 

· Background

· Aims

· Plan of investigation

PROTOCOL TITLE

Insert Short Title (if applicable)
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The study sponsor must be stated. The sponsor refers to an individual, company, institution or organisation that takes responsibility for study initiation and management. Please note that  i)  the funding body is not necessarily the same as the sponsor (one organisation may be providing the funding such as the main recipient of a NHMRC grant, however the sponsor may be a different organisation) and ii) although the definition of trial sponsor allows an individual to be named as sponsor, for non-commercial trials it is usually more appropriate for an institution, rather than an investigator, to perform this role.
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1. SUMMARY

	Study Title
	

	
	

	Aims/Objectives
	Primary

Secondary

	Study design
	

	Planned sample size
	

	Inclusion criteria
	

	Study procedures
	

	Analysis considerations
	Sample size calculation

Analysis plan

	Study duration
	


2.  BACKGROUND AND RATIONALE
This should provide an introduction to the study, what is already known (please ensure this includes a summary of your literature review), what is missing, what the study is going to find out, how this is going to be achieved and what impact the study will have. All references should be listed at the end of the protocol. (It is imperative to use lay language). The above is essential to enable the HREC Committee to understand the scientific merit of your study.
Present evidence that is relevant to the merit and integrity of the project. This may include:
· The importance of the problem you are addressing

· The gap in knowledge you are seeking to fill

· The consequence for policy or practice of the addressing the study aim. 

If you are proposing a randomised controlled trial (clinical trial), present evidence relevant to the current standard of care and equipoise in relation to the proposed test intervention. 
Present relevant information about the context for this study. What studies, relevant to the present study, have been conducted before, are currently being conducted or are planned to conduct in the future and how do they relate this proposed study? 

Other relevant considerations can also be described here including role of this project in the training or certification of a student, trainee or fellow. 

3.  STUDY AIMS/OBJECTIVES
Provide a clear and concise statement of primary and secondary objectives and a clearly defined hypothesis (where relevant). The aim is the broad overall aim and the objectives are how you will achieve the aim.
The aim or goal is the overall reason for working in this field. What are you trying to achieve in the longer-term? For example, this might be

· To improve outcomes for patients with colon cancer in south-western Sydney

· To improve efficiency of operating theatre utilisation at Liverpool Hospital

· To improve the quality of speech therapy services for stroke patients.

· To develop a better test for predicting outcomes of surgery

· To assess the quality of our service delivery
The study objective, research question or hypothesis describes exactly what the study is designed to achieve. When the study is completed you should be able to directly answer the study question (respond to the objective or test the hypothesis). Usually, it should include a description of:

· The population or patients who are the target of the study

· The risk factor, intervention, exposure, study factor (and comparator or counter-factual) that is being assessed

· The outcome, disease or endpoint. 
Please note the study aims and objectives should NOT include the study design (“to conduct a survey”, “to conduct a trial”) and it should NOT include the career or vocational objectives of the researcher (“to complete an assignment”). 
Primary Objective:

Secondary Objective:
4.  PARTICIPATING SITES

5.  STUDY DESIGN
1) Quantitative

a. Randomised controlled trial

i. Phase 1/2/3/4

b. Observational

i. Cohort study (prospective or historical)

ii. Case control study

iii. Cross-sectional study (survey)

iv. Case series 

2) Qualitative

a. Focus groups

b. In-depth interviews

c. Other

5.1 Study Type
Describe the study type, i.e. retrospective, prospective, qualitative, involving access to data linkage etc.
5.2 Expected Study Duration
Describe the study start and end date, and if applicable, the expected duration of the recruitment phase.
5.3 Data Source and Population

· Describe the study groups and numbers in each group and in each participating site.

· Please consider including Culturally and Linguistically Diverse participants if relevant and Aboriginal and Torres Strait Islander people. Ethical guidance for research involving Aboriginal and Torres Strait Islander people - AH&MRC Ethical Guidelines: Key Principles (2020) V2.0 - https://www.ahmrc.org.au/publication/ahmrc-guidelines-for-research-into-aboriginal-health-2020/ 
· Outline the total number of participants expected.
· Ensure you justify your sample size or power calculation and include relevant reference i.e. how will you measure, manipulate and/or analyse the information that you collect/gather? Matching and sampling strategies, accounting for potential bias, confounding factors and missing information, statistical power calculation.
· Outline the data variables collected for the purpose of the research and provide justification for the collection.
· Provide a data collection form or list the data variables to be collected in this section e.g.

	Age
	Sex
	Diagnosis 
	Weight
	Height
	Laboratory parameters

	CT scans
	Ultrasound
	MRI
	Ultrasound
	Disease status
	Others


5.4 Recruitment and Screening
· Participant recruitment strategies and timeframes. Explain how potential participants will be identified for the study and where? 

Examples include the following:

· Review of databases (please identify the database and the custodian)

· Retrospective audit of medical records (please include who will be reviewing the notes e.g. research coordinator). What data will be extracted (identifiable, re-identifiable, de-identified?

· Advertisements (include where the advertisement will be e.g. newspaper, poster in outpatients’ area or hospital foyer, radio announcements)

· Information Letter to clinicians 

· Explain how potential participants will be screened for the study 
· For prospective studies, describe how you will recruit (flyers, email invitation, online only, focus groups, interviews, etc), who will be sending the email / putting up the flyers, where will flyers be put up, will there be any follow up emails (who will send?)
5.5 Inclusion Criteria

List criteria, for example:

· Sex:

· Age range:

· Weight:

· Height:

· Disease status: 

· Concomitant disease status:

· Laboratory parameters:

· Others: radiograms, electrocardiograms, CT-scan, ultrasound, etc.

· Willingness to give written or oral informed consent (delete either written or oral, as appropriate) and willingness to participate to and comply with the study.

5.6 Exclusion Criteria

List criteria, for example:

· Women lactating, pregnant or of childbearing potential who are not willing to avoid becoming pregnant during the study.

· Patients with a history of XXXX disease(s) that is (are) likely to interfere with the metabolism or excretion of the test medication.

· Patients who had received an investigational new drug within the last XX days/weeks.

· Patients with a history of a psychological illness or condition such as to interfere with the patient's ability to understand the requirements of the study.

· Patients with XXXX disease that is likely to interfere with the evaluation of the patient's safety and of the study outcome.

· The following medication(s) can have interactive effects and may interfere with the patient's ability to meet the study requirements; they cannot be administered during the clinical study:

· list any prohibited concomitant medications

5.7 Consent Process

· Describe how informed consent will be obtained, how will it be assured that consent is voluntary i.e. study participation is free of coercion and pressure (see National Statement Chapters 2.2.9, 4.3 for guidance) (if applicable)

· Remote/E-Consent (aims to remotely replicate the capabilities of an in-person consent process) If applicable, outline the approach to remote consenting for all participant groups: 
· Include details regarding the location, i.e. in the clinic or remotely.

· How will study personnel answer questions? 

· Will paper copies still be available for those participants who prefer this method?

· How will the electronic participant information sheet and consent form (EPICF) be made available to the potential participants? 

· What are the timelines for the participant to consider whether to consent or not? 

· How will the participants receive a copy of the signed PICF? 

· Information regarding how a participant’s consent to participate via the electronic consent form will be recorded and stored, and how privacy will be protected.

· Information on what system/platform will be used to store the e-consent signed forms and what security systems are in place to ensure privacy and confidentiality. 
· Explain the process and how the process will be documented and whether there are any site specific requirements (e.g. in NSW Clinical trials with delegation of consent may require review by the Guardianship Tribunal)

· NOTE: if this is a retrospective study, please provide your justification for a waiver of consent here in accordance with Chapter 2 of the National Statement. I.e., a waiver of consent if justified in this study as it would be impractical to obtain the consent of each participant, de-identified data will be used in the study, there is minimal risk to participants, participants will not be contacted for the study, etc.

· If necessary, the type of consent provided to different participant groups, when and where, and any arrangements to confirm that consent. If necessary, details of who will be confirming or re-negotiating consent with participants and the process/es that will be undertaken. Describe the procedures for ensuring that participants are:

· Well informed about 

· the reasons for the research, 

· the risks and benefits of participating in it, 

· what they can expect if they agree to participate

· their rights and responsibilities (including their rights if they wish to withdraw)

· Giving truly voluntary consent to participate (that is, not subject to coercion or excessive inducement)

· Free to withdraw without penalty
5.8 Study Procedures

The nature of the study procedures will depend on the study objectives and 
the study design. What follows is a guide to what elements should be 
considered:
· Describe how the study procedures/interventions will be conducted, and the rationale for choices of method/s. 

· Include details of all study visits and all procedures conducted per visit (including duration and location of visit) that are related to the research. It may be helpful to summarise these in a table (example below). 
· Procedures that are not performed as part of routine practice should be clearly defined and a description of the procedure provided.
· Explain how a potential participant will be enrolled into the study.

For example: The participant will be enrolled into the study after the informed consent process has been completed and the participant has met all inclusion criteria and none of the exclusion criteria.  The participant will receive a study enrolment number and this will be documented in the participant’s medical record and on all study documents. 
· Describe the statistical analysis and outcome measures in detail, and whether this has been reviewed by a biostatistician.

· Consider the impact of and response to participant withdrawal (will you keep the data, will you remove that data from the study. Ensure this is clearly outlined to participants when you create the Participant Information Sheet).
· NOTE: If the research methods involve the use of a validated instrument or tool, it is the research team’s responsibility to seek the appropriate permissions before using the instruments or tools in this research project.
5.9 Randomisation (if applicable)

· If applicable to your study, explain the randomisation procedure. Provide details regarding the method of randomisation to be used; e.g. computer generated etc. 

For example: The participant will be randomised at study visit X after they have met the randomisation criteria (e.g. baseline enrolment bloods are within normal range and the CT Scan confirms disease).  At this visit the participant will be randomised to study procedure A or Study procedure B, and receive a Randomisation Number allocated by pharmacy.
5.10 Data Linkage (if applicable)

· If applicable, provide details of the linkage and analysis variables used and why they are required and what study comparisons are being made. Flow charts may be used.
· Describe the process of how records are linked and whether the datasets are held in the CHeReL Master Linkage key. Provide an analysis plan of how the aims will be met, the statistical methods to be used and who will be carrying out the analysis. 

· Note that data access to collections owned or managed by government organisations external to NSW Health or are held by the Cancer Institute NSW must be additionally reviewed by the NSW Population & Health Services Research Ethics Committee.
5.11 Consumer and Community Involvement (if applicable) 
· Have you considered including consumer and community involvement in your research project? This Handbook is an excellent resource on consumer and community involvement. You can also consider the Quick Guide version. 

· If you do intend to incorporate community and consumer involvement in your study, please describe how this will be done in this section.  

6. TISSUE CoLLECTION/BIOBANKING (IF APPLICABLE)

If the research project involves the collection of tissue (including blood or urine), even if the samples are collected as part of routine care, specific consent is required from participants for taking, storage, testing and analysis of these samples for research purposes. 

· Whether the collection of tissue, as described, is an optional or mandatory component of the research

· The specific purpose for which tissue is to be taken, stored and used (clearly differentiate between the use of samples taken for routine care, and those taken for research purposes, especially with respect to any proposed storage and destruction of samples)

· Whether tissue samples will be individually identifiable, re-identifiable (coded) or non-identifiable and, if individually identifiable or re-identifiable and how privacy/confidentiality of stored tissue samples will be maintained

· Whether tissue samples will be transferred to external sites  and how privacy/confidentiality will be maintained

· Where tissue will be stored, the length of time for which tissue will be stored, and how it will be destroyed, if applicable

· Whether consent for the use and transfer, if applicable of tissue is specific (for this research only), extended (for related research) or unspecified (for any future research)

· Whether the research project involves the establishment of a tissue bank and/or  whether the research project involves the storage of tissue for future research

· The purpose of any contemplated future use of the samples, including any commercial uses. If there will be a tissue steering committee to determine use of tissue. 

· With respect to the use of tissue for future research, establishment of a tissue bank, or any contemplated commercial uses - that these matters will be overseen by an appropriately constituted HREC 

· Details of the custodian – name of institution, location

· If multiple samples are being collected for different purposes, provide details for each sample type.
NOTE: To help the Ethics Committee understand complex studies, it is very often useful to include a flow chart illustrating exactly what steps are involved in the data linkage process. See example below. Note that it is often easier to build a simple flow chart using PowerPoint, and paste it into the word document.
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7.  ETHICAL CONSIDERATIONS
Below are listed some of the ethical issues that the Human Research Ethics Committee will wish to consider in evaluating this project:
Describe all possible risks to the study intervention/procedures by using the below sub-headings.

7.1 Study Procedure Benefits

Research will be ethically acceptable only if its potential benefits justify those risks.
· Identify any benefits for conducting the project.(include benefits to the individual participating in the research, the family members if relevant, wider community) 
7.2 Study Procedure Risks

Refer to Chapter 2.1 of the National Statement on Ethical Conduct in Human Research 

· Identify any risk for distress (even if minimal) and outline mitigation strategy

· Identify and justify any dual relationships, coercion or inducement, and how this will be mitigated/avoided. 
· Describe any risks relating to your consent method (even if minimal). 
· Note: even retrospective studies carry risk (e.g. privacy/confidentiality)
Most research has benefits and risks. It is justifiable to undertake the research if the benefits outweigh risks:
· What are the benefits of undertaking this research project? These may be benefits for the individual participating in the research, for future patients or for the wider community. 

· Identify any risk for distress or harm (even if minimal) that might arise from the conduct of the study

· Outline the proposed risk and harm mitigation strategy

· Summarise risk and harms, after mitigation, in terms of their

· Likelihood

· Impact

Evaluate the balance between benefits and risks.

7.3 Confidentiality and Privacy

· Describe how confidentiality, anonymity and the identity of participants will be maintained.

· Identify and justify any non-negligible risk or burden.
· Who is undertaking the data linkage if relevant?
· Whether identifying information will be provided to researchers and a rationale for this. 

· Who has access to the identified / re-identifiable and/or de-identified data?

7.4 Data Storage and Record Retention

· Where will the data be stored? Please state where the password protected computer and/or locked cabinet is stored (i.e., at SWSLHD, university, other institute, etc.). 
· Where will the hard copy consent forms be kept (i.e., stored in a locked filing cabinet in a specific office, or will they be destroyed after being electronically stored on a secure network/server?)
· Outline where the data will be transferred to (if external to the local health district) and in what format the data will be transferred e.g. identifiable, de-identified, non-identifiable. 
· Outline whether the platform where the data will be stored has been approved by the LHD/Cyber Security team? 

· Outline who has access to the study data. 

· What security steps are in place for the transfer of data?(Please contact your local ICT services to confirm requirements). 
· Outline the NSW requirements for record retention of study data. I.e. 5 years for low risk projects, 15 years for clinical trials, if minors are participants the data must be retained for a minimum of 15 years for adult studies or 25 years for paediatric studies etc. Please check the relevant regulations applicable to your study. 
· How will the data be disposed of at the end of the retention period?

Note:
· Electronic records (databases) should normally be stored on institutional network drives in accordance with the institution’s data management protocol. This protocol should include procedures that guarantee security from

· unauthorised access (i.e. password-controlled access)

· data loss (adequate backup protocols)

· It is NOT acceptable to store research data on a standalone personal computer, laptop, USB drive or portable hard drive. 

8. SAFETY REPORTING (IF APPLICABLE)

CLINICAL TRIALS ADVERSE EVENT REPORTING

Safety reporting for clinical trials involving therapeutic products (drugs or device) must meet the requirements of the National Health and Medical Research Council, Position Statement “Safety monitoring and reporting in clinical trials involving therapeutic goods (2018), which can be found at: https://www.nhmrc.gov.au/guidelines-publications/eh59
If you require guidance, please contact the Clinical Trials Support Manager on 02 8738 8306.
9. Data Safety and Monitoring Board (Clinical Trials only)
This section applies mainly to studies involving drugs or devices. If applicable, describe the membership and responsibilities of the DSMB, including evidence of independence.  Refer to Chapter 5.5.3 of the National Statement for more information.

Example for investigator initiated clinical trials: The DSMB will report directly to the HREC that provides approval for the trial. The DSMB is accountable through the HREC to the National Health and Medical Research Council. 

All trial data will be reviewed by the DSMB (define how often DSMB will meet). If the DSMB feel there may be ethical problems to continue the trial, or if the study team wishes a formal interim analysis to be carried out which has not been foreseen in the Protocol or pose a question of principle (for example modification of an endpoint), then a written request should be made to the HREC. 

(Note to investigators: There is not usually a direct relationship between a DSMB and the HREC (or through to NHMRC).  The Monitoring Board is 'working for' the investigators.  It is the investigator who has the relationship with the approving HREC; and it is the investigator who would normally provide reports from the monitoring process to the HREC.

If the investigator wants to modify an approved study protocol (even on the basis of a safety report) it is the investigator who must seek the amendment request).
· Procedures for detecting, managing, evaluating and reporting

i. Adverse events

ii. Serious adverse events

iii. Adverse events of special interest

iv. Adverse drug reactions

v. Unexpected adverse drug reactions

vi. Serious unexpected adverse drug reactions
· Plans for Data Safety Monitoring Committee (refer to Chapter 5.5.3 of the National Statement for more information). You should append a charter (or draft charter) for the DSMB, which includes 

· Composition of the DSMB, with evidence of both relevant expertise and independence from the investigators and sponsor.

· Data to be reviewed by DSMB

· Reports to be issued by DSMB

· Reporting framework for the DSMB

· Operating procedures for the DSMB. 
· Plans for interim analyses and stopping (early termination) rules, if any

· What are the procedures for making this decision?

· How will this decision be implemented (informing participants, correspondence to HREC, compiling a final study report, unbinding if applicable).

· Role of investigators, sponsor, study staff, data safety monitoring committee, expert clinical panel and others

Note:

· Safety reporting for clinical trials involving therapeutic products (drugs or device) must meet the requirements of the National Health and Medical Research Council, Position Statement “Safety monitoring and reporting in clinical trials involving therapeutic goods (2018), which can be found at: https://www.nhmrc.gov.au/guidelines-publications/eh59
· If you require guidance, please contact the Clinical Trials Support Manager on 02 8738 8306.
10. Early Termination (IF APPLICABLE)

What are the possible circumstances for early termination of the study and how will this be managed i.e. who is responsible for what aspect in the process of terminating the study (informing participants, correspondence to HREC, compiling a final study report, unbinding if applicable).

11. BLINDING AND UNBLINDING (if applicable)

Describe how the study will be blinded and unblinded, if applicable
12. CONFLICT OF INTEREST

· Do the investigators have any potential duality or conflict of interest arising from their role in this study? For example, 

· What benefits (financial or otherwise) flow to the investigators as a result of the conduct of this study?

· Do the investigators or the sponsor stand to benefit (financially or otherwise) from any particular outcome or finding from this study? If so, describe the nature of the benefits. 

13. FUNDING

· How is the research to be funded?

· What are the obligations of the investigator and the sponsor to the research funder?

14. RESEARCH OUTCOMES 

· Describe any plans for return of results of research to participants

· Describe plans for dissemination and publication of project outcomes

· Describe other potential uses of the data at the end of the project

· Describe the project closure processes (Detail process for archiving and destruction of research data)
· Describe plans for sharing and/or future use of data and/or follow-up research

· Describe any anticipated secondary use of data
· What plans are in place for publication of finding arising from this research?

· What plans are in place for sharing the data that is collected in the course of this research?

· Are there any plans for secondary or additional data analyses beyond those described in this application?

· Are there any contractual or other agreements or obligations with sponsors, funders, the owners of intellectual property or other parties that may influence either the publication plans or the sharing of data?

Are there any plans to provide feedback to participants about their own results and/or about the overall results of the study?
Have relevant aspects of these plans been shared with prospective participants (via the Participant Information Sheet)?
15.  REFERENCES
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