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Participant Information Sheet/Consent Form – Person Responsible

Chris O’Brien Lifehouse

	Title
	Indocyanine green compared with technetium-99m for sentinel lymph node biopsy in breast cancer: A prospective trial

	Short Title
	Indocyanine green sentinel lymph node biopsy trial

	Protocol Number
	

	Project Sponsor
	Chris O’Brien Lifehouse

	Coordinating Principal Investigator/ Principal Investigator
	A/Prof Sanjay Warrier

	Associate Investigator(s)

	A/Prof Carlo Pulitano, Dr Chu Nguyen

	Location 
	Chris O’Brien Lifehouse



Part 1	What does participation involve?


1	Introduction

The participant is invited to take part in this research project. This is because they will be undergoing surgery to their lymph nodes (sentinel lymph node biopsy (SLNB). The research study is looking at how effective use of an imaging technique using a dye, called indocyanine green (ICG), is to identify the sentinel lymph node. This technique will be compared to the standard-of-care approach, which is with use of technetium-99m. Technetium-99m is a radioactive tracer that can be detected in the body with a probe.

The study is being conducted by Dr Chu Nguyen as part of the requirements for a PhD degree under the supervision of A/Prof Sanjay Warrier and A/Prof Carlo Pulitano.

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 the participant 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 the participant can take part, you might want to talk about it with a relative, friend or the participant’s local doctor.

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

If you decide you want the participant 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 the participant taking part in the research project
• Consent to the participant having the tests and treatments that are described	
• Consent to the use of the participant’s personal and health information as described.

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

2 	What is the purpose of this research?

This study aims to investigate how effective use of an imaging technique using a dye, called indocyanine green (ICG), is to identify the sentinel lymph node. The sentinel lymph node is the first node/s that drain the breast and provides information on the cancer and the treatment needed. This technique will be compared to the standard-of-care approach, which is with use of a radioisotope, technetium-99m. Technetium-99m is a radioactive tracer that can be detected in the body with a probe. The current standard approach with technetium-99m has many disadvantages. By comparing the two techniques with each other, we will assess whether the ICG technique is of comparable efficacy. This could result in its use alone in the future without the need for technetium-99m.

Medications, drugs and devices have to be approved for use by the Australian Federal Government. Indocyanine green is not approved in Australia for intraoperative diagnostic use. This study will be conducted under the Therapeutic Goods Administration (TGA) Clinical Trials Notification (CTN) Scheme. This allows the investigators to use this product for medical research purposes once the research has been assessed and approved by an authorised Human Research Ethics Committee (HREC).

The results of this research will be used by the study doctor Chu Nguyen to obtain a PhD degree.
This research has been initiated by the study doctor, A/Prof Sanjay Warrier.
This research has been funded by the Royal Australasian College of Surgeons (RACS) Project Grant.


3	What does participation in this research involve?

The participant will have the standard-of-care sentinel lymph node biopsy procedure. The standard approach has disadvantages in that technetium-99m is injected and a nuclear medicine scan is performed a day before the surgery or on the morning of the surgery. This allows us to map the sentinel lymph node to help with its identification with a probe during the operation. It also has the risk of radiation exposure. ICG is a dye that has an excellent safety profile and can be used during the operation. The manner of injection is similar to that of technetium-99m during the nuclear medicine scan except that the injection of ICG occurs after general anaesthesia. It is a small dose of 0.5mL and injected using a small needle, which is 23 gauge in size. This is similar to the size of a vaccine needle and smaller than a needle used to take a blood sample. The dye is injected just under the skin around the areola border. 

A camera is used to detect where the dye has travelled to the sentinel lymph node. It also has the advantage of allowing for real-time mapping and visualisation of the lymph node. The lymph nodes will glow or fluoresce when viewed with the camera. Technetium-99m on the other hand only allows for audio cues from the probe. The participant will receive use of both these techniques to find the sentinel lymph node and allow us to compare the techniques. The sentinel lymph node biopsy will proceed in the usual manner except that localisation of the lymph nodes will be visualised on the camera as ICG travels to the lymph nodes. The nodes that have accumulated ICG will be removed and checked with both the camera and probe. At the end of the procedure, the camera and probe will be used in the axilla to ensure that there are no remaining lymph nodes detectable. The use of ICG will add approximately 10 minutes to the usual procedure which is 45 to 90 minutes in duration depending on whether it is combined with the participant’s scheduled lumpectomy or mastectomy. 

Followup will be the same as usual and occurs at 1 week and 1 month after the procedure. These followup visits will involve review with a doctor from the Breast Surgery team who will explain the results of the biopsy, check the wound and explain the next stage in cancer treatment. Each visit will take approximately 10-15 minutes.

The duration of the study will be over 6 months to allow for enough time to obtain the required information from followup visits. The study will be monitored regularly by the investigator, Dr Chu Nguyen, in collaboration with the Chief Investigators. The commitment required by you will be to attend followup as instructed, which is the same followup as if you were not part of the study.

This research project has been designed to make sure the researchers interpret the results in a fair and appropriate way and avoids study doctors or participants jumping to conclusions.  

There will be no reimbursement for your participation but the results will assist with our understanding of whether ICG is effective in sentinel lymph node biopsy.


4	What does the participant have to do?

Participation in this study will not require the participant to do anything additional except if there is a complication found postoperatively. The participant will have followup which is the same as if you were not part of the trial. There will be nothing additional required of them.


5	Other relevant information about the research project

It is expected that over 93 participants will take part in this study over 6 months. The study is planned to occur at Chris O’Brien Lifehouse.


6	Does the participant have to take part in this research project?

The participant’s surgery will proceed as planned regardless of their study participation. Participation in any research project is voluntary. If the participant does not wish to take part, they do not have to. If they decide to take part and later change their mind, they are free to withdraw from the project at any stage.

If the participant decides to take part, they will be given this Participant Information and Consent Form to sign and they will be given a copy to keep.

Their decision whether to take part or not to take part, or to take part and then withdraw, will not affect their routine treatment, their relationship with those treating them or their relationship with Chris O’Brien Lifehouse.

	
7	What are the alternatives to participation? 
	
The participant does not have to take part in this research project to receive treatment at this hospital.  Other options are available; these include sentinel lymph node biospy without the use of ICG. Their study doctor will discuss these options with them before they decide whether or not to take part in this research project.


8	What are the possible benefits of taking part?

We cannot guarantee or promise that the participant will receive any benefits from this research; however, possible benefits may include more effective identification and biopsy of sentinel lymph nodes. It has potential benefits for future patients because ICG has a better safety profile than technetium-99m, is more convenient for patients as they do not need a nuclear medicine procedure and and is less expensive for the healthcare system.

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

Medical treatments often cause side effects. The participant may have none, some or all of the effects listed below, and they may be mild, moderate or severe. If the participant has any of these side effects, or are worried about them, talk with your study doctor. Your study doctor will also be looking out for side effects.

There may be side effects that the researchers do not expect or do not know about and that may be serious. Tell your study doctor immediately about any new or unusual symptoms that the participant gets.

Many side effects go away shortly after treatment ends. However, sometimes side effects can be serious, long lasting or permanent. If a severe side effect or reaction occurs, your study doctor may need to stop the treatment. Your study doctor will discuss the best way of managing any side effects with you.

For this study, there is a small risk of an adverse reaction to indocyanine green. It has an excellent safety profile with a low incidence of adverse events (1 out of 42,000 patients). Most reported cases of adverse events have been mild. The most serious was a case of anaphylactoid reaction which is a serious and potentially life-threatening reaction if not medically treated. This reaction occurred immediately after the injection. The patient was reported to feel a headache, warm, nauseated, short of breath with audible wheezes and rashes across his back. There was no evidence of a more life-threatening reaction. The reaction was successfully reversed with corticosteroids (a type of medication that lowers inflammation) with no serious outcome.

	Side Effect to Indocyanine green (ICG)
	How often is it likely to occur?
	How severe might it be?
	How long might it last?

	Skin rash
	1 in 42, 0000
	Mild
	Minutes - hours

	Itchiness
	1 in 42, 0000
	Mild
	Minutes - hours

	Nausea
	1 in 42, 0000
	Mild
	Minutes - hours

	Headache
	1 in 42, 0000
	Mild 
	Minutes - hours

	Shortness of breath
	1 in 42, 0000
	Mild
	Minutes

	Low blood pressure
	1 in 42, 0000
	Moderate
	Minutes 

	Facial swelling
	1 in 42, 0000
	Mild
	Minutes 

	Sore throat
	1 in 42, 0000
	Mild
	Minutes - hours

	Cough
	1 in 42, 0000
	Mild
	Minutes

	Airway swelling
	1 in 42, 0000
	Moderate
	Minutes

	Fainting
	1 in 42, 0000
	Mild
	Minutes

	Death
	2 reported cases in 50 years of use
	Severe
	


	
Pregnancy
The effects of ICGA on the unborn child and on the newborn baby are not known. Because of this, it is important that research project participants are not pregnant or breast-feeding and do not become pregnant during the course of the research project. The participant must not participate in the research if they are pregnant or trying to become pregnant, or breast-feeding. If the participant is female and child-bearing is a possibility, they will be required to undergo a pregnancy test prior to commencing the research project.  

If the participant does become pregnant whilst participating in the research project, you should advise your study doctor immediately. This however should not affect the participant as the medication is only given once during the surgery. It has a short-half life meaning it is rapidly excreted out of the body.

Counselling
If the participant becomes 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. 

Injection
As you will be under a general anaesthetic, you will not feel any discomfort from your injection. Having a drug injected may cause bruising, minor infection or bleeding but this is uncommon.

Anaesthesia
These days, whilst anaesthesia is generally very safe there are some risks associated with anaesthesia.  The most common problems associated with anaesthesia are feeling unwell or vomiting, bruising at the site of injections, sore throat or hoarse voice. Most patients do not have these problems. If these problems do happen, they usually get better very quickly.  Damage to teeth may occur, but this is rare.  The risk of brain damage or death due to anaesthesia is very rare.

The risk of problems from anaesthesia increases for patients who are having more major surgery, those with medical problems and those that require difficult anaesthetic procedures. If you have any concerns about these issues, you should discuss them with the study team.
[bookmark: OLE_LINK3]
Imaging
The scans taken during the operation are performed with a near-infrared light. There is no radiation exposure or any other risks of concern. Your surgeon will review these images during the surgery as this provides information on how healthy the mastectomy skin flap is.

10	What will happen to the participant’s test samples?

This study will not involve any collection of tissue or other samples.


11	What if new information arises during this research project?

Sometimes during the course of a research project, new information becomes available about the treatment that is being studied. If this happens, your study doctor will tell you about it and discuss with you whether you want to continue in the research project. If you decide to withdraw, your study doctor will make arrangements for your regular health care to continue. If you decide to continue in the research project you will be asked to sign an updated consent form.

Also, on receiving new information, your study doctor might consider it to be in your best interests to withdraw you from the research project. If this happens, he/ she will explain the reasons and arrange for your regular health care to continue.

12	Can the participant have other treatments during this research project?

Whilst the participant is participating in this research project, they may take all of the medications or treatments they have been taking for their condition or for other reasons.

13	What if I withdraw the participant from this research project?

If the participant decides to withdraw from the project, please notify a member of the research team before they withdraw. This notice will allow that person to discuss any special requirements linked to withdrawing.

If the participant does withdraw their consent during the research project, the study doctor and relevant study staff will not collect additional personal information from the participant.

The participant should be aware that data collected up to the time of withdrawal may form part of the research project results. If the participant does not want them to do this, you must tell the researchers at the time of their withdrawal


14	Could this research project be stopped unexpectedly?
 
This research project may be stopped unexpectedly for a variety of reasons. These may include reasons such as:
• Unacceptable side effects
• The drug/ device being shown not to be effective
• The drug/ /device being shown to work and not need further testing

15	What happens when the research project ends?
	
When the study ends the results will be analysed. The results will be presented at scientific conferences and published in a journal article. Participants will be provided with access to the journal article if interested. If the ICG technology is found to be effective in its ability to identify sentinel lymph nodes it may be made routine and the use of technetium-99m no longer needed. Randomised controlled trials will be performed in the future to validate this technology. 

Part 2	How is the research project being conducted?


16	What will happen to information about the participant?

By signing the consent form you consent to the study doctor and relevant research staff collecting and using personal information about the participant for the research project. Any information obtained in connection with this research project that can identify the participant will remain confidential. The participant’s 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. 

All data collected will be entered electronically and stored on a research database named REDCap (Research Electronic Data Capture). This is a secure, web-based, non-commercial, data management tool designed for research purposes, hosted and backed up on the University of Sydney servers on a daily basis. No personnel other than the researchers will have access to the research documents. The data will be analysed by the researchers at the Chris O’Brien Lifehouse. All data for use in journal publications and presentations will be de-identified. The files will be retained for 15 years from the day the study is completed. Once this retention expires, the files will be disposed of using the Chris O’Brien Lifehouse confidential waste disposal service. The data may be used for future research purposes, however, Human Research Ethics Committee (HREC) approval will be sought prior to any future use of the data. It will not be shared with local or international collaborators.

As part of participation in this study, the participant’s de-identified data will also be used for a cost-effectiveness study that we plan to conduct in the future. The participant will not have to do anything further for the cost-effectiveness study. This study involves reviewing hospital codes and calculating how much it costs to use this technology.

Information about the participant may be obtained from their health records held at this and 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 the participant’s participation in this research project.

It is anticipated that the results of this research project will be published and presented in a variety of forums. In any publication and presentation, information will be provided in such a way that the participant cannot be identified.  

In accordance with relevant Australian and NSW privacy and other relevant laws, you have the right to request access to your information collected and stored by the research team. You also have the right to request that any information with which you disagree be corrected. Please contact the study team member named at the end of this document if you would like to access your information.

Any information obtained for the purpose of this research project and for the future research described in Section 16 that can identify you will be treated as confidential and securely stored.  It will be disclosed only with your permission, or as required by law.

17	Complaints and Compensation


If the participant suffers 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 for the participant. If the participant is eligible for Medicare, they can receive any medical treatment required to treat the injury or complication, free of charge, as a public patient in any Australian public hospital.

18	Who is organising and funding the research?

Organising and funding research
This research project is being conducted by A/Prof Sanjay Warrier. It is funded by Chris O’Brien Lifehouse and the Royal Australasian College of Surgeons (RACS) Small Project Grant.


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

There are no conflicts of interest to declare with any of the research members. 


19	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 the Sydney Local Health District (RPAH Zone).

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.

20	Further information and who to contact

The person you may need to contact will depend on the nature of your query. 

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 investigator, Dr Chu Nguyen on 0401 608 581. This person can be contacted 24-hours.

	
	Clinical contact person
	Name
	Dr Chu Nguyen

	Position
	Investigator

	Telephone
	0401 608 581

	Email
	chuluannguyen@gmail.com



For matters relating to research at the site at which you are participating, the details of the local site complaints person are:

Complaints contact person

	Reviewing HREC name
	Sydney Local Health District (RPAH Zone)

	Lifehouse Governance Officer
	Anna Swanson

	Telephone
	02  8514 0000

	Email
	












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 approving this research and HREC Executive Officer details


	Reviewing HREC name
	Sydney Local Health District (RPAH Zone)

	HREC Executive Officer
	Merela Ghazal

	Telephone
	02 9515 6766

	Email
	SLHD-RPAEthics@health.nsw.gov.au











Local HREC Office contact (Single Site -Research Governance Officer)
	Reviewing HREC name
	Sydney Local Health District (RPAH Zone)

	HREC Executive Officer
	Merela Ghazal

	Telephone
	02 9515 6766

	Email
	SLHD-RPAEthics@health.nsw.gov.au
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Consent Form – Person Responsible

	Title
	Indocyanine green compared with technetium-99m for sentinel lymph node biopsy in breast cancer: A prospective trial

	Short Title
	Indocyanine green sentinel lymph node biopsy trial

	Protocol Number
	

	Project Sponsor
	Chris O’Brien Lifehouse

	Coordinating Principal Investigator/
Principal Investigator
	A/Prof Sanjay Warrier


	Associate Investigator(s)

	A/Prof Carlo Pulitano, Dr Chu Nguyen

	Location
	Chris O’Brien Lifehouse




Declaration by Person Responsible

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

I believe that the participation of the participant in this study is not contrary to their best interests.

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

I understand that participation in this study will allow the researchers and others, as described in the Information for Participants, to have access to the participant’s medical record, and I agree to this.

I understand that the participant’s de-identified data may be used for future research and I agree to this.

I am aware of my responsibilities as the Person Responsible for the participant and I understand that I will be assisting the participant in meeting their responsibilities whilst they are participating in this study.

I understand that I will be given a signed copy of this document to keep on behalf of the participant.

I give permission for the participant’s doctors, other health professionals, hospitals or laboratories outside this hospital to release information to Chris O’Brien Lifehouse concerning the particpant’s disease and treatment for the purposes of this research project. I understand that such information will remain confidential. 

	
	
	
	

	
	Name of Participant (please print)
	
	

	
	
	
	

	
	Name of Person Responsible (please print)
	
	

	
	
	
	

	
	Relationship of Person Responsible to Participant
	
	

	
	
	
	

	
	Signature of Person Responsible
	
	Date
	
	

	



Under certain circumstances (see Note for Guidance on Good Clinical Practice CPMP/ICH/135/95 at 4.8.9) a witness* to informed consent is required 
	

	
	Name of Witness* to
Person Responsible’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.



I would like to receive a copy of the study results when they become available. My email address 

is: _________________________________________________________________________

 

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 person responsible 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, the research project. 




















Form for Withdrawal of Participation – Person Responsible

	Title
	Indocyanine green compared with technetium-99m for sentinel lymph node biopsy in breast cancer: A prospective trial

	Short Title
	Indocyanine green sentinel lymph node biopsy trial

	Protocol Number
	

	Project Sponsor
	Chris O’Brien Lifehouse

	Coordinating Principal Investigator/
Principal Investigator
	A/Prof Sanjay Warrier


	Associate Investigator(s)

	A/Prof Carlo Pulitano, Dr Chu Nguyen

	Location
	Chris O’Brien Lifehouse




Declaration by Person Responsible

I wish to withdraw the participant from taking part in the above research project and understand that such withdrawal will not affect the participant’s routine treatment, relationship with those treating them or their relationship with Chris O’Brien Lifehouse.

	[bookmark: OLE_LINK4][bookmark: OLE_LINK5]
	
	
	

	
	Name of Participant (please print)
	
	

	
	
	
	

	
	Name of Person Responsible (please print)
	
	

	
	
	
	

	
	Relationship of Person Responsible to Participant
	
	

	
	
	
	

	
	Signature of Person Responsible
	
	Date
	
	

	



	

	
	Name of Study Doctor/
Senior Researcher (please print)
	
	

	
	

	
	Signature
	
	 Date
	
	

	




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