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Part 1
What does my participation involve?

1
Introduction
You are invited to take part in this research project. This is because you are scheduled to undergo coronary artery bypass graft surgery or a cardiac valve replacement or repair.  The research project is testing a new treatment option to protect the heart during bypass surgery.  The medicine used as the new treatment option is called melatonin.
Melatonin is a natural hormone primarily released by a gland in our brain (pineal gland). Melatonin release is triggered by a reduction in light and helps us to fall asleep at night. Melatonin is also available as a drug/ dietary supplement and is often used for the short-term treatment of insomnia (difficulty falling asleep and/or staying asleep), such as from jet lag or shift work.
This Participant Information Sheet/Consent Form tells you about the research project. It explains the tests and treatments involved. Knowing what is involved will help you decide if you want to take part in the research.

Please read this information carefully. Ask questions about anything that you don’t understand or want to know more about. Before deciding whether or not to take part, you might want to talk about it with a relative, friend or your local doctor.

Participation in this research is voluntary. If you don’t wish to take part, you don’t have to. You will receive the best possible care whether or not you take part.

If you decide you want to take part in the research project, you will be asked to sign the consent section. By signing it you are telling us that you:

· Understand what you have read

· Consent to take part in the research project

· Consent to have the tests and treatments that are described


· Consent to the use of your personal and health information as described.

You will be given a hard copy of this Participant Information and Consent Form to keep.

2 
What is the purpose of this research?

Heart disease is the leading cause of death worldwide. The only way to lessen the detrimental effects on the heart during oxygen poor circumstances is to re-introduce oxygen to the cells of the heart (by getting rid of the obstruction responsible for the problem). Re-introduction of blood flow and oxygen to cells that was oxygen poor however also results in damage to the cells. This is known as “reperfusion injury”, the medical world still doesn’t have a treatment option to eliminate reperfusion injury.

The aim of this study is to investigate a new treatment option (melatonin) to lessen or eliminate the damage to the heart following reperfusion injury. Although we know that this treatment option is extremely effective in animals (it halved the size of heart attacks in rats), we still don’t have a clear answer to its role in humans. More research is required to determine how melatonin can benefit patients undergoing heart surgery.

Medications, drugs and devices have to be approved for use by the Australian Federal Government. Melatonin is approved in Australia for the short term (three weeks) treatment of primary insomnia (struggling to sleep) in patients older than 55. 

However, it is not approved to treat reperfusion injury in humans. Therefore, it is still an experimental treatment during reperfusion injury. This means that it must be tested to see if it is an effective treatment to protect the heart during heart surgery.

This research has been initiated by the study doctor, Dr Marli Smit. 

3
What does participation in this research involve? 

All patients booked for cardiac surgery will be screened at the pre-admission clinic at Sir Charles Gairdner Hospital. Participants will be approached by the clinical research nurse, the principle investigator or the anaesthetist on duty in the pre-admission clinic. After answering all questions, and addressing all concerns, the participant will be asked to provide written informed consent. No study assessments will be performed prior to you providing consent.

You will be participating in a randomised controlled research project. Sometimes we do not know which treatment is best for treating a condition. To find out we need to compare different treatments. We put people into groups and give each group a different treatment, after which the results are compared to see if one is better than another. In an attempt to make sure that the groups are the same, each participant is put into a group by chance (random assignment by a computer randomisation sequence). 

Your chance to receive the study drug is two in three. This study will consist of three groups, a group receiving a low dose of melatonin (10mg), a group receiving a higher dose of melatonin (30mg) and a group receiving a placebo.  A placebo is a medication with no active ingredients. The study medications will be visually identical and placed in identical envelopes labelled either A, B or C. The group you are allocated to will dictate whether you receive placebo, higher or low dose melatonin. 
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Figure 1: Participant pre-operative participation. Group A, B and C representing either low dose melatonin, high dose melatonin or placebo tablets. 

This is also a double-blind study. This means that neither you nor your study doctor will know which treatment you are receiving. This research project has specifically been designed this way to make sure the researchers interpret the results in a fair and appropriate way and avoids study doctors or participants jumping to conclusions. However, in the event it is medically necessary your study doctor can find out which treatment you are receiving.
All participants will receive a tablet directly before surgery to be taken orally with between 5 -10mls of water. This will be the only time this tablet has to be taken. 

This study also requires the collection of blood on five occasions in order to assess the variation of biomarkers (natural occurring substances in blood). Between 2-10mLs of blood will be collected directly pre-operatively, at the end of the operation and 6-, 12- and 24-hours following surgery. You will not be required to undergo additional venepuncture (puncture of your skin and vein with a needle) as blood will be collected from your arterial line placed as part of standard surgical practice.
After the final blood draw your participation in the study will end. All the blood results following the study will be readily available to your primary doctor. 
4
Other relevant information about the research project
Data collection for this research project will only take place at Sir Charles Gairdner Hospital. We intend to collect data from 114 participants in total; 38 participants in each of the three groups. 
6
Do I have to take part in this research project?

Participation in any research project is voluntary. If you do not wish to take part, you do not have to. If you decide to take part and later change your mind, you are free to withdraw from the project at any stage.

If you do decide to take part, you will be given this Participant Information and Consent Form to sign and you will be given a copy to keep.

Your decision whether to take part or not to take part, or to take part and then withdraw, will not affect your routine treatment, your relationship with those treating you or your relationship with Sir Charles Gairdner Hospital. 

7
What are the possible benefits of taking part?

We cannot guarantee or promise that you will receive any benefits from this research. In order for research to be ethical it must demonstrate equipoise, meaning a participant cannot knowingly be advantaged or disadvantaged compared to another participant. However, we are undertaking this study to investigate the potential for benefit from the anti-inflammatory and anti-oxidative effects associated with melatonin supplementation and as such there is a potential theoretical benefit if you are allocated to receive melatonin. 

Indirect benefits of your participation include contributing to research on pre-operative melatonin supplementation which may provide evidence that supports melatonin as a safe, cheap way to improve surgical outcomes.

8
What are the possible risks and disadvantages of taking part?

Adverse effects related to melatonin are generally minor, short-lived and include fatigue, short term mood changes, headache, pharyngitis (pain or irritation of the throat) and back pain. When melatonin is administered in accordance with the natural sleep cycle, the side effects are even less. Melatonin is usually prescribed to facilitate sleep and/or to lessen anxiety before surgery. 
The effects of melatonin on an unborn child are not known. Because of this, it is important that research project participants are not pregnant. 

If you become upset or distressed as a result of your participation in the research, the study doctor will be able to arrange for counselling or other appropriate support. Any counselling or support will be provided by qualified staff who are not members of the research project team. This counselling will be provided free of charge.
9
What will happen to my test samples?

Your blood samples will only be used for this research project.  We will use them to measure melatonin levels, and to measure the degree of heart damage, inflammation and oxidative stress following your surgery. Some of the markers we will measure are routine investigations during the post-operative period, others are more specialised and specific to this study. The blood samples will not be de-identified to ensure that the correct results are available to the primary doctor, since some of these results may guide treatment.
Samples of your blood obtained for the purpose of this research project will be transferred to PathWest at SCGH and Fiona Stanley Hospital (FSH) as well as a research laboratory in UWA (Centre for Microscopy, Characterisation and Analysis). Your blood will not be sold by any of these laboratories, however all three of the laboratories will charge the study doctors a fee to cover the costs of storing and testing of the blood samples. 

10
What if I withdraw from this research project?

If you decide to withdraw from the project, please notify a member of the research team before you withdraw. This notice will allow that person or the research supervisor to document your withdrawal. There will be no associated health risks or special requirements linked to withdrawing.

If you do withdraw your consent during the research project, the study doctor and relevant study staff will not collect additional personal information from you, although personal information already collected will be retained to ensure that the results of the research project can be measured properly and to comply with law. You should be aware that data collected by the investigators up to the time you withdraw will form part of the research project results.  If you do not want them to do this, you must tell them before you join the research project.

11
What happens when the research project ends?

No follow-up arrangements, appointments or investigations will be necessary. All study participants will receive the exact same post-operative treatment and care than non-participants undergoing cardiac bypass surgery.
We hope to have provisional results available in 2022. Participants are encouraged to contact the principal investigator if they want a summary of the results.

Part 2
How is the research project being conducted?

12
What will happen to information about me?

By signing the consent form you consent to the study doctor and relevant research staff collecting and using personal information about you for the research project. Information about you may be obtained from your health records held at this and/or other health services for the purpose of this research. By signing the consent form you agree to the study team accessing health records if they are relevant to your participation in this research project.

‘Personal information’ is pieces of data which may individually, or collectively, allow you to be identified. Any information obtained in connection with this research project that can identify you will however remain confidential and where possible, removed and replaced with a code to further protect your privacy Your information will only be used for the purpose of this research project and it will only be disclosed with your permission, except as required by law. 

Data will be recorded on a case report form (CRF). Non-personal information from the CRF will be entered into a password protected database via a system called REDCap (Research Electronic Data Capture). REDCap is a free, secure, research compliant web-based application, hosted on the North Metropolitan Health Service (NMHS) servers, which means no unauthorized party may access this information. 

In addition, all paper records will be shredded following study completion, while the electronic database will be destroyed 15 years following completion of the study. 

It is anticipated that the results of this research project will be published and/or presented in a variety of forums. In any publication and/or presentation, information will be provided in such a way that you cannot be identified, since all data/participants will be de-identified from the beginning.
13
Complaints and compensation

If you suffer any injuries or complications as a result of this research project, you should contact the study team as soon as possible and you will be assisted with arranging appropriate medical treatment. If you are eligible for Medicare, you can receive any medical treatment required to treat the injury or complication, free of charge, as a public patient in any Australian public hospital. You will also be given a copy of the Medicine Australia compensation guidelines.

14
Who is organising and funding the research?

This research project is being conducted by Dr Marli Smit and Dr Dale Currigan from the Sir Charles Gairdner Hospital Department of Anaesthesia.

No member of the research team will receive a personal financial benefit from your involvement in this research project (other than their ordinary wages).

15
Who has reviewed the research project?

All research in Australia involving humans is reviewed by an independent group of people called a Human Research Ethics Committee (HREC).  The ethical aspects of this research project have been approved by the HREC of Sir Charles Gairdner Hospital. 

This project will be carried out according to the National Statement on Ethical Conduct in Human Research (2007). This statement has been developed to protect the interests of people who agree to participate in human research studies.

16
Further information and who to contact

If you want any further information concerning this project or if you have any medical problems which may be related to your involvement in the project (for example, any side effects), you can contact the principal study doctor on (08) 64573011.

Clinical contact person

	Name
	Marli Smit

	Position
	Anaesthetic fellow, SCGH

	Telephone
	(08) 64573011 (business hours) or 0473028952 (after hours)

	Email
	smitmarli@yahoo.com


If you have any complaints about any aspect of the project, the way it is being conducted or any questions about being a research participant in general, then you may contact:

	Reviewing HREC name
	Sir Charles Gairdner and Osborne Park Health Care Group Human Research Ethics Committee

	Telephone
	08 6457 2999

	Email
	HREC.SCGH@health.wa.gov.au 


Reviewing HREC approving this research and HREC Executive Officer details
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Sir Charles Gairdner Hospital
Consent Form - Adult providing own consent
	Title
	Myocardial protective effect of preoperative melatonin following CABG surgery: A randomised controlled trial.

	Protocol Number
	V3.2

	Coordinating Principal Investigator/ Principal Investigator
	Dr Marli Smit

	Associate Investigator(s)

	Dr Dale Currigan 

Dr James Preuss

Peri Mickle

Angela Jacques

	Location 
	Sir Charles Gairdner Hospital


Declaration by Participant
I have read the Participant Information Sheet, or someone has read it to me in a language that I understand.

I understand the purposes, procedures and risks of the research described in the project.

I give permission for my doctors, other health professionals, hospitals or laboratories outside this hospital to release information to Sir Charles Gairdner Hospital concerning my disease and treatment for the purposes of this project. I understand that such information will remain confidential. 

I have had an opportunity to ask questions and I am satisfied with the answers I have received.

I freely agree to participate in this research project as described and understand that I am free to withdraw at any time during the study without affecting my future health care. 

I understand that I will be given a signed copy of this document to keep.

	

	
	Name of Participant (please print)
	
	
	
	

	

	
	Signature
	
	 Date
	
	

	


Declaration by Study Doctor/Senior Researcher†
I have given a verbal explanation of the research project; its procedures and risks and I believe that the participant has understood that explanation.

	

	
	Name of Study Doctor/

Senior Researcher† (please print)
	
	

	
	

	
	Signature
	
	 Date
	
	

	


† A senior member of the research team or an anaesthetic provider must provide the explanation of, and information concerning, the research project. 

Note: All parties signing the consent section must date their own signature.

Declaration by Participant
I consent to the storage and use of blood and tissue samples taken from me for use, as described in the relevant section of the Participant Information Sheet, for this specific research project. 

	

	
	Name of Participant (please print)
	
	

	

	
	Signature
	
	 Date
	
	

	


	

	
	Name of Witness* to Participant’s Signature (please print)
	
	

	

	
	Signature
	
	 Date
	
	

	


* Witness is not to be the investigator, a member of the study team or their delegate.  In the event that an interpreter is used, the interpreter may not act as a witness to the consent process.  Witness must be 18 years or older.

Declaration by Study Doctor/Senior Researcher†
	

	
	Name of Study Doctor/

Senior Researcher† (please print)
	
	

	
	

	
	Signature
	
	 Date
	
	

	


† A senior member of the research team or an anaesthetic provider must provide the explanation of and information concerning the research project. 

Note: All parties signing the consent section must date their own signature.

[image: image4.png]



Sir Charles Gairdner Hospital
Form for Withdrawal of Participation - Adult providing own consent
	Title
	Myocardial protective effect of preoperative melatonin

	
	melatonin following CABG surgery: A rando-

	
	randomized controlled trail.

	
	

	Protocol Number
	01

	Coordinating Principal Investigator/ Principal Investigator
	Dr Marli Smit


	Associate Investigator(s)

	Dr Dale Currigan 

Dr James Preuss

Peri Mickle

Angela Jacques

	
	Peri Mickle

Angela Jacques

	Location 
	Sir Charles Gairdner Hospital


Declaration by Participant

I wish to withdraw from participation in the above research project and understand that such withdrawal will not affect my routine treatment, my relationship with those treating me or my relationship with Sir Charles Gairdner Hospital.

	

	
	Name of Participant (please print)
	
	
	
	

	

	
	Signature
	
	 Date
	
	

	


Declaration by Study Doctor/Senior Researcher†

I have given a verbal explanation of the implications of withdrawal from the research project and I believe that the participant has understood that explanation.

	

	
	Name of Study Doctor/

Senior Researcher† (please print)
	
	

	
	

	
	Signature
	
	 Date
	
	

	


† A senior member of the research team must provide the explanation of and information concerning withdrawal from the research project. 

Note: All parties signing the consent section must date their own signature.
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