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	Title
	Can Vitamin C prevent Complex Regional Pain Syndrome in lower limb trauma? A double-blinded randomised, controlled feasibility study.

	Short Title
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	Protocol Number
	1.0

	Coordinating Principle Investigator/Principle Investigator
	Professor David Hunter Smith

	Associate Investigator(s)
	Associate Professor Cylie Williams

Dr Amy Touzell
Dr Taya Collier
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	Frankston Public Hospital
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Part 1
What does my participation involve?

1
Introduction
You are invited to take part in this research project. You are invited because you are undergoing foot or ankle surgery. The research project is testing a treatment for the prevention of complex regional pain syndrome or CRPS. CRPS is a rare but severe, unrelenting pain that can occur after a surgical procedure without a specific cause. The new treatment is vitamin C, 500mg daily.  

This Participant Information Sheet tells you about the research project. It explains the treatment 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. Your decision to participate in the study, or not to participate in the study, will not affect your relationship with your surgeon. Your decision to participate in the study, or not to participate in the study, will not affect factors regarding your surgery including your waiting time, follow up or involvement of your surgeon.
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?
Vitamin C is an over-the-counter medication that does not require a prescription. It is used to treat inflammation, and is approved in Australia to treat, and prevent complex regional pain syndrome.

The results of this research project will be used by the study doctor, Dr Amy Touzell, to obtain a Masters of Surgery degree. 

This research has been funded by Peninsula Health.
This research is being conducted at the following locations:

Frankston Public Hospital

Frankston Private Hospital

Holmesglen Private Hospital
Cabrini Brighton Private Hospital

Beleura Private Hospital

3
What does participation in this research involve?

You will be participating in a double-blind randomised controlled trial. This is a type of research where you may or may not get the medicine and neither you, nor your surgeon will know which type of medicine you receive. Vitamin C has been demonstrated to prevent CRPS in upper limb fractures (broken bones), but we do not know if vitamin C can prevent CRPS after surgery to the lower limb (foot and ankle). To find out we need to compare different treatments. 
A randomised trial is where we put people into groups and give each group a different treatment. The results are compared to see if one is better. To try to make sure the groups are the same, each participant is put into a group by chance (random). One group will receive vitamin C, and the other group a placebo tablet. A placebo is a medication with no active ingredients. It looks like the real thing but is not. You have a 50% chance of receiving the vitamin C tablet.
If you get the placebo tablet, it is an ‘acidophilus’ tablet, or a very small amount of probiotic (an over-the-counter tablet for gut health). This probiotic contains a small protein that is a derivative of the milk-based substance, lactose. It is therefore NOT suitable for vegans but is suitable for those with lactose intolerance. There are no known side effects to this medication when taken in the very small doses for this placebo tablet.
If you are a vegan or do not eat animal products you cannot participate in this study.

A double-blind study means that neither you nor your study doctor will know which treatment you are receiving. However, in certain circumstances your study doctor can find out which treatment you are receiving.
This research project has been designed to make sure the researchers interpret the results in a fair and appropriate way and avoids the study doctors or participants jumping to conclusions. 
There are no additional costs associated with participating in this research project, nor will you be paid. All medication, tests and medical care required as part of the research project will be provided to you free of charge.
If you decide to participate in this research project, the study doctor will also inform your local doctor.
4
What do I have to do?
You will need to start taking a medication given to you by the study researchers within 72 hours after your surgery. This medication (either a placebo or 500mg of vitamin C) is one tablet, taken once per day, for fifty days. You cannot take any other supplements containing vitamin C during the treatment period. 

You cannot take the following medication without alerting the researchers:

· Eostrogen (including the oral contraceptive pill)

· Anti-viral medication 

· Warfarin
You can still take all your other regular medication.

You need to tell your researchers and cease taking the medication if you become pregnant. 

You can still donate blood. 

While you are participating in this trial, you will still need to attend to the routine care and appointment for your foot or ankle. Routine care commonly involves up to four post-operative visits. During these visits, your doctor will ask you some questions about how your foot or ankle is healing, the number of tablets you have taken, and if you have missed any. 
These follow-up visits may be done via telehealth. Telehealth includes a videoconference or telephone consultation. 

It is important that should you choose to participate in this study, you take the medication you have been provided once a day as per the instructions. 
5
Other relevant information about the research project
This is a ‘multi-centre’ trial, and patients undergoing surgery at the following sites have been asked to participate:
Frankston public hospital

Frankston private hospital

Beleura Private Hospital

Holmesglen Private Hospital

Cabrini Brighton Private Hospital

This is a ‘feasibility trial’, with the possibility of the researchers conducting a much larger trial in the future. Your feedback and follow up is therefore very important. 100 people will be involved in the trial, 50 in each treatment group. 
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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 the study doctor or any of the study hospitals. 
7
What are the alternatives to participation? 
You do not have to take part in this research project to receive treatment at this hospital. Your routine care will continue for your foot or ankle problem.  
8
What are the possible benefits of taking part?
We cannot guarantee or promise that you will receive any benefits from this research; however, possible benefits may include decreased pain and swelling post-operatively. The results of this study may demonstrate benefit in vitamin C for people undergoing surgery in the future.
9
What are the possible risks and disadvantages of taking part?

Medical treatments can cause side effects. You may have none, some or all of the effects listed below, and they may be mild, moderate or severe. If you have 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 you get.
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 your treatment. Your study doctor will discuss the best way of managing any side effects with you.

	Side Effect
	How often is it likely to occur?
	How severe might it be?
	How long might it last?

	Stomach upset
	Very rare
	Very mild
	While medication is taken

	Kidney stones
	Very rare
	Very mild
	While medication is taken


You cannot participate in this trial if you are pregnant, planning on becoming pregnant or breast-feeding. This is because we don’t know how vitamin C effects on the unborn child or a newborn baby are not known. 
You cannot participate in this trial if you are a vegan or do not eat animal products as the placebo medication contains a derivate of lactose, a milk product. Please ask your doctor if you have any questions about the medication provided.

Both male and female participants are strongly advised to use effective contraception during the course of the research and for a period of 3 months after completion of the research project. You should discuss methods of effective contraception with your study doctor or general practitioner.

If you do become pregnant whilst participating in the research project, you should advise your study doctor immediately. Your study doctor will withdraw you from the research project and advise on further medical attention if required. You must not continue in the research if you become 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. 
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What will happen to my information?
No extra blood tests or x-rays are taken during the project, other than the x-rays that what would normally be required for routine care. This research does not involve the establishment of a tissue bank.

You will be informed of project results, and at the end of the study you will be informed if the tablet you took was vitamin C or placebo.
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.
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Can I have other treatments during this research project?

Whilst you are participating in this research project, there are some medicine vitamin C impacts on. It is important to tell your study doctor and the study staff about any treatments or medications you may be taking, including over-the-counter medications, vitamins or herbal remedies, or other alternative treatments that may include vitamin C. You should also tell your study doctor about any changes to these during your participation in the research project. 
Your study doctor will also explain to you which treatments or medications need to be stopped for the time you are involved in the research project.
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What if I withdraw from this research project?

If you decide to withdraw from the project, please notify any member of the research team before you withdraw. This notice will allow that person or the research supervisor to discuss any 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. The 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. If you do not want them to do this, you must tell them before you join the research project.
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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

• Decisions made by local regulatory/health authorities. 
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What happens when the research project ends?

You will have your final visit with your treating doctor six months after your surgery. Once the medication has been given, no further medication is required or needed to be taken. If you wish to continue vitamin C, you can discuss this with your regular general practitioner but will be at your expense. 

You will receive an email or a letter describing the outcome of the project approximately six months after all participants have had their final post-operative appointment. 
Part 2
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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. Any information obtained in connection with this research project that can identify you will remain confidential. Data about you will only be stored by using a special number, and only the researchers will have access to it. 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.
Information about you may be obtained from your 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 your participation in this research project.

Your health records and any information obtained during the research project are subject to inspection (for the purpose of verifying the procedures and the data) by the relevant authorities. the institution relevant to this Participant Information Sheet, Peninsula Health, or as required by law. By signing the Consent Form, you authorise release of, or access to, this confidential information to the relevant study personnel and regulatory authorities as noted above. 
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, except with your permission. 

Information about your participation in this research project may be recorded in your health records at the hospital you have attended.

In accordance with relevant Australian and Victorian 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 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.
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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.
There are two avenues that may be available to you for seeking compensation if you suffer an injury as a result of your participation in this research project:

• The pharmaceutical industry has set up a compensation process, with which Peninsula Health has agreed to comply.  Details of the process and conditions are set out in the Medicines Australia Guidelines for Compensation for Injury Resulting from Participation in a Company-Sponsored Clinical Trial.  In accordance with these Guidelines, the sponsor will determine whether to pay compensation to you, and, if so, how much.  The research staff will give you a copy of the Guidelines together with this Participant Information and Consent Form.  If you have any questions about the Guidelines, please ask to speak to Dr Amy Touzell.  
• You may be able to seek compensation through the courts.
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Who is organising and funding the research?
This research project is being conducted by Dr Amy Touzell. 
You will not benefit financially from your involvement in this research project. 
In addition, if knowledge acquired through this research leads to discoveries that are of commercial value to the study doctors or their institutions, there will be no financial benefit to you or your family from these discoveries.
No member of the research team will receive a personal financial benefit from your involvement in this research project (other than their ordinary wages).
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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 Monash Health and governance approval given by Peninsula Health, Healthscope, Ramsay Health and Cabrini Health. 
This project will be carried out according to the National Statement on Ethical Conduct in Human Research (2018). This statement has been developed to protect the interests of people who agree to participate in human research studies.
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Further information and who to contact
The person you may need to contact will depend on the nature of your query is Dr Amy Touzell. She can be contacted via mobile 0484 739 500 or email amy.touzell@monash.edu
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 0484739550. 

Clinical contact person

	Name
	Dr Amy Touzell

	Position
	Investigator

	Telephone
	0484739550

	Email
	Amy.touzell@monash.edu


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

	Name
	Miss Deborah Dell

	Position
	Manager, Human Research Ethics Committee and Research Support Services

	Telephone
	 03 9594 4605

	Email
	deborah.dell@monashhealth.org


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
	Monash Health

	HREC Executive Officer
	Deborah Dell


	Telephone
	03 9594 4605


	Email
	deborah.dell@monashhealth.org


Reviewing HREC approving this research and HREC Executive Officer details
Local HREC Office contact (Single Site -Research Governance Officer)
	Reviewing HREC name
	Monash Health

	HREC Executive Officer
	Mr Michael Kios
Research Governance Manager, Research Support Services


	Telephone
	03 9594 4611


	Email
	Michael.kios@monashhealth.org


Consent Form - Adult providing own consent
	Title
	Can Vitamin C prevent Complex Regional Pain Syndrome in lower limb trauma? A double-blinded randomised, controlled feasibility study.

	Short Title
	V-CRILL study

	Protocol Number
	

	Project Sponsor
	Peninsula Health

	Coordinating Principle Investigator/Principle Investigator
	Dr Amy Touzell

	Associate Investigator(s)
	Associate Professor Cylie Williams

Associate Professor David Hunter-Smith

	Location 
	Frankston public 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 study doctors to communicate my participation in this research to my general practitioner 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.

Please choose and tick one of the following:

I agree for my data to be used in future research projects      { }
I do not wish my data to be used in future research projects  { }
	

	
	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 must provide the explanation of, and information concerning, the research project. 

Note: All parties signing the consent section must date their own signature.
I understand that, if I decide to discontinue the study treatment, I may be asked to attend follow-up visits to allow collection of information regarding my health status.  Alternatively, a member of the research team may request my permission to obtain access to my medical records for collection of follow-up information for the purposes of research and analysis.

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

Form for Withdrawal of Participation - Adult providing own consent
I
	Title
	Can Vitamin C prevent Complex Regional Pain Syndrome in lower limb trauma? A double-blinded randomised, controlled feasibility study.

	Short Title
	V-CRILL study

	Protocol Number
	

	Project Sponsor
	South East Orthopaedic Surgery

	Coordinating Principle Investigator/Principle Investigator
	Dr Amy Touzell

	Associate Investigator(s)
	Associate Professor Cylie Williams

Associate Professor David Hunter-Smith

	Location 
	Frankston public 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 [Insert site]. 
	

	
	Name of Participant (please print)
	
	
	
	

	

	
	Signature
	
	 Date
	
	

	


Description of circumstances for withdrawal:
	


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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