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Participant Information and Consent Form

Princess Alexandra Hospital
A Novel Liver Targeted therapy for Sarcopenia in androgen-deprived men with prostate cancer
Principal Investigator:  Professor Ken Ho                    

1.
Introduction

You are invited to take part in this research project. This is because you are being placed on androgen-deprivation treatment (ADT) for cancer of the prostate. The purpose of ADT is to stop the production of the male hormone testosterone which stimulates the growth of prostate tissue.  

This Participant Information and Consent Form explains the research project. It outlines 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 you take part or not.

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 copy of this Participant Information and Consent Form to keep.

2.
What is the purpose of this research?
The purpose of this research is to investigate the effectiveness of a new treatment to prevent the loss of muscle mass during ADT.  This treatment is called liver-targeted testosterone therapy. 
Sarcopaenia is a scientific term describing the loss of mass and function. Suppression, blockade or removal of testosterone is a cornerstone of management of prostate cancer. ADT is effective treatment that improves survival. Because ADT is often prescribed for extended times, patients suffer from sarcopaenia, as a consequence of the absence of testosterone. As the 10-year disease survival exceeds 90% for most men, healthy survivorship becomes an important consideration. 

The ensuing sarcopaenia leads to loss of muscle strength and easy fatigue, affecting quality of life. Up to 2.5% of lean mass is lost within the first 6 to 12 months, continuing at a lower rate thereafter. The annualised loss of lean body mass is about 10 times that occurring with ageing. Thus sarcopaenia prevention during ADT remains a major treatment frontier for prostate cancer.

We apply a new approach to revolutionise the treatment of sarcopaenia based on our discovery that the liver plays an important role in mediating the stimulatory effects of testosterone on muscle growth.

We discovered that testosterone stimulates muscle protein synthesis in hypogonadal (without testosterone) men, when given as a small dose by mouth to achieve solely liver exposure (liver-targeted). The liver is the first organ exposed to testosterone absorbed from the stomach after ingesting testosterone by mouth.  Because the liver breaks down testosterone immediately, liver-targeted treatment with an oral dose of 40 mg/day does not increase testosterone levels in the peripheral circulation of hypogonadal men.  This effect on stimulating protein synthesis in muscle is equal to that from conventional testosterone treatment by injection (usually 250 mg) to hypogonadal men that restores blood levels of testosterone to all body tissues (including the liver and prostate). The same 40 mg/day dose of oral testosterone increases protein synthesis equally in post-menopausal women without causing testosterone excess in the peripheral circulation. This means testosterone can be used to stimulate muscle growth free of effects on the prostate in men who are rendered hypogonadal by ADT.

This is the first study to determine whether liver-targeted testosterone treatment prevents or reverses sarcopaenia in men with prostate cancer rendered hypogonadal by ADT. This research is funded by the Prostate Cancer Foundation of Australia.

3.
What does participation in this research involve? 

This involves taking by mouth testosterone or placebo for 6 months during ADT. Placebo is a medication with no active ingredient. You will be simply be taking the test medications during standard ADT. 
Your suitability for participation will be determined by the doctor supervising your ADT. This is based on the stage of treatment, the grade of prostate disease and how well this is controlled if you are already on ADT.
Screening visit:

After you have received information about the purpose and nature of this trial and consented to participate by signing this form, you will be asked for a blood sample to measure your blood count, body chemicals, testosterone and prostate-specific antigen (PSA) to unsure you meet all the safety criteria for participation. The PSA is a marker of prostate cancer activity.
Enrolment:

If your examination and blood tests are ok, you will be enrolled into the study. You will be assigned either to active (oral testosterone) or inactive (placebo) treatment.  The assignment is randomised and blinded. This means that your assignment is not is based on chance (random) and that neither you nor the doctors know which treatment you are taking. Your trial medication will be dispensed at the PAH Hospital Pharmacy.
Study Assessments:

This involves
1. Body Composition measurement: This is performed using a technique called dual x-ray absorptiometry, identical to that used for measuring bone density. This is undertaken in the Radiology Department and involves lying flat on your back for about 20 minutes while your body is being scanned by an x-ray camera. The dose of radiation is very low, equivalent to less than 2 days exposure to natural radiation
2. Blood tests: Blood samples will be taken at the start, at 3 months and at 6 months on completion of the study. Approximately 20 ml (equivalent to 1 tablespoon of blood) will be taken during each visit for measurement of blood count, bocy biochemistries, testosterone and PSA. 

You will not be paid for your participation in this research but you will be reimbursed for costs of transport or parking that you incur as a result of participating in this research project at the Princess Alexandra Hospital.  We can reimburse up to $100 upon presentation of receipts.
4.
What will happen to my test samples?

All blood samples and data collected will be de-identified and stored in the Department of Diabetes and Endocrinology at the Princess Alexandra Hospital. These samples will be used for the current study. The blood samples may also be stored for possible future research. You will be given the option of consenting for the use of your samples in future studies, for which ethics approval will be sought prior to use. If you do not consent for your samples to be used for future studies, any unused samples will be destroyed at the conclusion of the study.
5.
What are the possible benefits?

This study aims to improve the health of patients undergoing ADT however at this stage we do not know whether it may be of benefit.
6.
What are the possible risks?
Blood sampling & Intravenous cannulation: 

Having a cannula into your vein and having blood taken may cause some discomfort or bruising. Sometimes, the blood vessel may swell, or the spot from which blood was taken or where the cannula was inserted could become inflamed. Rarely, there could be a minor infection or bleeding. If this happens, it can be easily treated. The staff will use proper technique while taking blood samples in order to reduce the risk for these unwanted effects.  
DEXA Scan:

The total level of radiation from two scans (one after each treatment) is very low, less than 0.02 mSv. It is not recommended that you exceed 10 mSV over a 5 year period. This dose of radiation is within the recommended dose of the Australian Radiation Safety Council.
Oral Testosterone and Prostate Cancer Risk
There is a risk that testosterone concentrations could rise with the oral low dose treatment. However the dose (40mg a day)is based on careful work showing that this dose does not put up testosterone levels in peripheral blood of hypogonadal men. In the remote possibility that oral testosterone slipped through liver metabolism, the rise in peripheral blood is likely to be very small and the biological impact negligible over a six month period during which we will be measuring your testosterone and PSA levels every 3 months. We advise termination of your participation should your PSA increase by more than 50% or if it increases by more than 4nmol/L above the normal range. 
7.
What if new information arises during this research project?
During the research project, new information about the risks and benefits of the project may become known to the researchers. If this occurs, you will be told about this new information and your doctor will discuss whether this new information affects you.

8.
Can I have other treatments during this research project?
While you are participating in this research project, it is important to tell your doctor and the research staff about any treatments or medications you may be taking, including over-the-counter medications, vitamins or herbal remedies, acupuncture or other alternative treatments. 
You should also inform your doctor and the research team about any changes to these during your participation in the research as there may be potential interactions between new medications and testosterone taken by mouth. The study doctor will explain to you which treatments or medications may need to be stopped for the time that you are on the trial.

9.
Do I have to take part in this research project?
Participation in this, and any, research project is voluntary. If you do not wish to take part you don’t have to. If you decide to take part and later change your mind, you are free to withdraw from the project at any stage.

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 Princess Alexandra Hospital.
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. 

If you decide to leave the project, the researchers would like to keep the personal and health information about you and your blood samples that have been collected. This is to help them make sure that the results of the research can be measured properly. If you do not want them to do this, you must tell them before you join the research project.
11.
Could this research project be stopped unexpectedly?

This research project may be stopped for a variety of reasons. These may include reasons such as: 

· Unacceptable side effects; 

· Decisions made by local regulatory/health authorities. 
12.
What will happen when my participation in this research project ends?

You will continue with ADT under the treatment supervision of your urologist in the usual way.
13.
How will I be informed of the results of this research project?
You will be provided with a summary of the results at the conclusion of the study on request.

14.
What else do I need to know?

· What will happen to information about me?

Any identifiable information that is collected about you in connection with this study will remain confidential and only disclosed with your permission, or except as required by law. Your data and identifying information will be kept in a locked filing cabinet and/or password protected computer files.
Your health records and any information obtained during the study are subject to inspection (for the purpose of verifying the procedures and the data) by the relevant authorities at Princess Alexandra Hospital.  By signing the consent section, you authorise release of, or access to, this confidential information to the relevant study personnel and regulatory authorities as noted above. In any publication and/or presentation, information will be provided in such a way that you cannot be identified.

· How can I access my information?

In accordance with relevant Australian and/or Queensland privacy and other relevant laws, you have the right to access the information collected and stored by the researchers about you. You also have the right to request that any information with which you disagree be corrected. Please contact one of the researchers named at the end of this document if you would like to access your information.
· What happens if I am injured as a result of participating in this research project?

If you suffer any injuries or complications as a result of this study, you should contact the study doctor as soon as possible, who will assist you in arranging appropriate medical treatment.

You may have a right to take legal action to obtain compensation for any injuries or complications resulting from the study.  Compensation may be available if your injury or complication is sufficiently serious and is caused by unsafe drugs or equipment, or by the negligence of one of the parties involved in the study (for example, the researcher, the hospital, or the treating doctor).  If you receive compensation that includes an amount for medical expenses, you will be required to pay for your medical treatment from those compensation monies. You do not give up any legal rights to compensation by participating in this study.

If you are not eligible for compensation for your injury or complication under the law, but are eligible for Medicare, then you can receive any medical treatment required for your injury or complication free of charge as a public patient in any Australian public hospital.
· Complaints
For matters relating to research at the site at which the participant is participating, the details of the local site complaints person are:

Complaints contact person

	Position
	HREC Coordinator

	Telephone
	3443 8047

	Email
	Ethicsresarch.PAH@health.qld.gov.au


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
	Metro South HHS Human Research Ethics Committee

	HREC Executive Officer
	HREC Coordinator

	Telephone
	07 3443 8047

	Email
	Ethicsresearch.PAH@health.qld.gov.au


· Is this research project approved?
No members of the research team, or any other body/organisation, will obtain any financial benefit from their involvement in this project (other than their ordinary wages).

The ethical aspects of this research project have been approved by the Metro South HHS Human Research Ethics Committee.
This project will be carried out according to the National Statement on Ethical Conduct in Human Research (2007) produced by the National Health and Medical Research Council of Australia. This statement has been developed to protect the interests of people who agree to participate in human research studies.
15.
Consent

I have read, or have had read to me in a language that I understand, this document and I understand the purposes, procedures and risks of this research project as described within it.

I give permission for my doctors, other health professionals, hospitals or laboratories outside this hospital to release information to Princess Alexandra Hospital concerning my disease and treatment that is needed for 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. 

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

Participant’s name (printed) ……………………………………………………

Signature







Date

Declaration by 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.

Researcher’s name (printed) ……………………………………………………

Signature







Date
I consent to the storage and use of blood samples taken from myself for use in: 

( this specific research project

( other research that is closely related to this research project, for which ethical 

approval will be sought

( any future research, for which ethical approval will be sought 
Participant's name (printed)………………………………………………………

Signature






Date

Researcher's name……………………………………

Signature






Date
16.
Who can I contact?
Reviewing HREC:

The reviewing HREC approving this research and contact details of the Executive Officer are:

Reviewing HREC name: Metro South HHS HREC

Position: HREC Coordinator

Telephone: 07-3443 8049

Email:
EthicsResearch.PAH@health.qld.gov.au 
The person you may need to contact will depend on the nature of your query. Therefore, please note the following:
For further information or appointments:
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 researchers directly:
Name:

Dr Simon Wood
Role: 

Associate Investigator
Telephone: 
07-3176 6946
or
Name:  
Professor Ken Ho

Role: 
 
Principal Investigator

Telephone:
07-3443 8066
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