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1. 
BACKGROUND
1.1. Disease Background*
Based on a literature review and investigators' experiences, brief history of the disease including prognostic factors. All references must be listed at the back of the protocol.

1.2. Rationale for Performing the Study*
How the research will fill any gaps, contribute to the field of research or contribute to existing or improved practice? 
2.  STUDY OBJECTIVES*      
State clearly the study hypothesis and overall aim of the study: why you wish to do the study, what are you looking for, what would you like to achieve.
2.1. Primary Objective*
2.2. Secondary objectives

3.  STUDY Design*
3.1. Design* 

3.2. Study Groups

Describe the groups and numbers in each group
3.3. number of participants*
Total number of participants expected
3.4. number of SITES 
Name and detail of sites. Anticipated number of participants at each site.

Number of expected sites and expected number of participants at each site, and if all procedures will be performed at all sites.
Otherwise online forums.
3.5. duration 

Include the expected study duration (start and end dates) and if applicable, the expected duration of the recruitment phase
4.  Participant section
4.1. 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.

4.2. 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.  STUDY Outline*
5.1. Study Flow Chart

 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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5.2. Investigation plan*
Example

	List Interventions
	Enrolment Visit
	Visit 1
	Visit 2
	Visit 3
	Final Study Visit

	Informed Consent
	(
	
	
	
	

	Inclusion / Exclusion criteria
	(
	
	
	
	

	Physical examination
	
	(
	
	
	

	CXR
	(
	
	
	
	(

	Adverse Event & Serious Adverse Event Assessment
	
	(
	(
	(
	(


Methodology: describe how the study procedures/interventions will be conducted, 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. Procedures that are not performed as part of routine practice should be clearly defined and a description of the procedure provided
Data Collection: What information are you going to collect/gather?  How will you collect/gather the information? Describe data collection/gathering techniques. Does the project involve linkage with data outside the sites where it was collected ? Note that data access to collections owned or managed by NSW Health or the Cancer Institute NSW must be reviewed by the NSW Population & Health Services Research Ethics Committee. 
Consider impact of and response to participant withdrawal. 
Describe outcome measures
5.3. Study Procedure Risks* 
Describe all possible risks relating to the study interventions/procedures e.g. distress
For research involving an investigational drug or device as part of a clinical trial: What is/are the drug(s) and/or device(s): 

· Approved name

· Trade name (if any)

· Manufacturer

· Supplier of drug/device (e.g. manufacturer/pharmacy)

· Approved therapeutic indication, dosage/duration in Australia

· Believed mode of action

· Dosage regimen

· Mode of excretion

· Known adverse events

· Known contra-indications or warnings

· If arrangements have been made for the Pharmacy Department to receive or dispense the drugs involved in this project, explain how the drugs will be received and dispensed for the purposes of the research project.
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) 

· 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 
5.5. Informed 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)

Explain the process and how the process will be documented and whether there are any site specific requirements (eg. in NSW Clinical trials with delegation of consent may require review by the Guardianship Tribunal)
 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.
5.6. Enrolment Procedure*
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. 
5.7. Randomisation Procedure
Provide details regarding the method of randomisation to be used; eg. computer generated etc

As relevant, explain how the participant will be randomised.
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

6.  TISSUE CoLLECTION/BIOBANKING
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.
7. SAFETY*
Provide a definition (e.g. any untoward medical occurrence that results in the following: death, is life-threatening, requires inpatient hospitalisation or prolongation of existing hospitalisation, persistent or significant disability/incapacity or congenital/birth defect, condition requiring medical or surgical intervention.  An adverse event can therefore be any unfavourable or unintended sign, symptom or condition and/or an observation that may or may not be related to the study treatment.) State what events are expected.
Describe how safety will be monitored in the study. 
7.1. Adverse Event Reporting* 
CLINICAL TRIALS ADVERSE EVENT REPORTING

Adverse event reporting for clinical trials involving therapeutic products must meet the requirements of the National Health and Medical Research Council, Position Statement “Safety monitoring and reporting in clinical trials involving therapeutic goods (September 2016), which can be found at: https://www.nhmrc.gov.au/guidelines-publications/eh59
Adverse event

An adverse event for medicines is also referred to as an adverse experience, any untoward medical occurrence in a patient or clinical investigation participant administered a pharmaceutical product and which does not necessarily have a causal relationship with this treatment. 

An adverse event can therefore be any unfavourable and unintended sign, symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the medicinal (investigational) product.

Devices Events

An adverse event for devices is any undesirable clinical occurrence in a subject whether it is considered to be device related or not, that includes a clinical sign, symptom or condition and/or an observation of an unintended technical performance or performance outcome of the device.

For devices is any adverse medical occurrence that:

· led to a death;

· led to a serious deterioration in health of a patient user or other. This would

· include:

· a life threatening illness or injury;

· a permanent impairment of body function or permanent damage to a body structure;

· a condition requiring hospitalisation or increased length of existing hospitalisation;

· a condition requiring unnecessary medical or surgical intervention; or foetal distress, foetal death or a congenital abnormality/birth defect;

· might have led to death or a serious deterioration in health had suitable action or intervention not taken place. This includes: a malfunction of a device such that it has to be modified or temporarily/permanently taken out of service; or a factor (a deterioration in characteristics or performance) found on examination of the device.
7.2. Serious Adverse Event Reporting 

Serious adverse event (SAE):

For medicines, also referred to as serious adverse drug reaction, any untoward medical occurrence that at any dose:

· results in death;

· is life-threatening;

· requires in-patient hospitalisation or prolongation of existing hospitalisation;

· results in persistent or significant disability/incapacity;

· is a congenital anomaly/birth defect; or

· is a medically important event or reaction.

NOTE: The term 'life-threatening' in the definition of 'serious' refers to an event in which the patient was at risk of death at the time of the event; it does not refer to an event/reaction which hypothetically might have caused death if it were more severe.

7.3. Data Safety and Monitoring Board
This section applies mainly to sponsored studies involving drugs or devices. If applicable, describe the membership and responsibilities of the DSMB, including evidence of independence.  Refer to Chapter 5.5 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 top 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 seek the amendment request.)
7.4. Early Termination
What are the possible circumstances for early termination of the study and how will this be managed ie 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).
8.  BLINDING AND UNBLINDING

Describe how the study will be blinded and unblinded, if applicable
9.  OUTCOMES AND FUTURE PLANS
    Plans for return of results of research to participants

    Plans for dissemination and publication of project outcomes

    Other potential uses of the data at the end of the project

    Project closure processes

    Plans for sharing and/or future use of data and/or follow-up research

        Anticipated secondary use of data
10. STATISTICAL CONSIDERATIONS*
Provide 1. Sample size or power calculation 2. A detailed statistical analysis plan
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
11. CONFIDENTIALITY AND STORAGE AND ARCHIVING OF STUDY DOCUMENTS* 
1. Location of stored data? Both during and after completion of the study.
2. Format of stored data? Please ensure identifiability of study data aligns with terminology as per the guidance in the National Statement Chapter 3.2, identifiable, re-identifiable (coded) or non-identifiable (please do not use ‘de-identified’).

3. Arrangements for security of stored data: How will you provide access to, disclose, use/re-use the data? Note that participant identifiying information (including MRN, patient names) is not permitted to leave the site.
4. Duration data will be stored? (refer to NHMRC Code for Responsible conduct of Research, section 2.1.1 for guidance on timeframes)

5. Method of destruction of data?
Please note that it is not considered best practice to store research data on personal hardware.  No identifiable participant data can leave a site.  There always needs to be data security measures in place and a clear plan for permanent destruction of data needs to be adhered to at completion of the project.

12. Other study documents

List all documents included with the submission – DO NOT include document version and date.  DO NOT append documents to the protocol. 

For example:

· Advertisement(s) - must include the statement: “This study has been approved by the St Vincent’s Hospital Human Research Ethics Committee {insert HREC reference number}” and be submitted for review and approval. 
· Questionnaires (all questionnaires used in the study should be listed in the protocol, however only NON-VALIDATED questionnaires need to be submitted for review by the HREC)

· Data collection sheet / Case Report Form: delete patient names, MRN details. 
13. RESOURCES

Resources necessary for the project to be conducted
 Funding/support being sought or secured

14. REFERENCES*
This list MUST include reference to the NHMRC National Statement https://www.nhmrc.gov.au/guidelines-publications/e72?
Note to researchers: Please delete all BLUE guidance to protocol completion and comment boxes prior to submission.
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