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           PARTICIPANT INFORMATION SHEET AND CONSENT FORM – PARENT/GUARDIAN
Study Title
Flu Study 2020

Evaluation of an enhanced influenza vaccination schedule in immunocompromised

children undergoing treatment for cancer by assessment of cellular and humoral immune

response
Coordinating Principal Investigator
Dr Eliska Furlong
Oncology Advanced Trainee

Associate Investigator
Dr Rishi Kotecha

Consultant Oncologist

We would like to invite you and your child to take part in a research study looking at an enhanced influenza immunisation schedule in children undergoing treatment for cancer in Western Australia. Please take your time to read the following information and ask us any questions related to the study. Once you have read and understood the information and you would like your child to participate in the study, the consent form will need to be completed and signed. 
Background
Influenza is a common seasonal infection that can easily spread in the community. Children undergoing treatment for cancer are in a temporary state of immune deficiency due to their treatment. Compared to healthy children, children with cancer can become very unwell when infected by the influenza virus, require a long hospitalization, develop complications and sometimes, although rarely, may die. 

As a result, all children undergoing treatment for cancer are recommended to receive influenza vaccination every year. The Australian Technical Advisory Group on Immunisation (ATAGI) is a Health Department organisation that designs and updates immunisation schedules for all people in Australia based on the latest knowledge. ATAGI recommends that all children less than 9 years of age that are being treated for cancer are given two influenza vaccines four weeks apart each year. For children and adolescents who are 9 years of age or older and are receiving treatment for cancer, it is recommended to give one influenza vaccine yearly. 
In 2010 and 2011, Dr Kotecha and his colleagues conducted a research study called the “Flu Study” where they clearly showed that the influenza vaccine does work and is safe when given to children and adolescents who are being treated for cancer. They also showed that giving two vaccines to children less than 9 years of age provides better protection against influenza compared to one vaccine. They also demonstrated that the influenza vaccine does not provide as good protection in children with cancer as it does for healthy children. 

What is the study about?

The aim of this study is to improve protection against influenza infection with an enhanced influenza vaccination schedule. Studies on adults with a compromised immune system showed better protection against influenza infection after two influenza vaccines compared to one. Based on those studies, we are proposing to give two influenza vaccines to children and adolescents who are 9 years of age or older undergoing treatment for cancer. We are also proposing to give three influenza vaccines to children less than 9 years of age who are receiving cancer treatment to see if it provides better protection against influenza infection. 

We will be using vaccines recommended by the ATAGI and approved by the Therapeutic Goods Administration (TGA). Currently, these are FluQuadri Junior for children less than 3 years of age and FluQuadri for children and adolescents 3 years of age or older. Children that have received vaccination by their general practitioner can be involved in the study if the vaccine given has been approved by the ATAGI and TGA. 
We aim to recruit 80 children and adolescents that are receiving treatment for cancer in Western Australia. Study recruitment will take place at Perth Children’s Hospital (PCH) either in the Outpatient or the Inpatient setting, depending on where your child is located.  

This study is a follow-up research study building on knowledge obtained by Dr Kotecha in his previous “Flu Study”, conducted in 2010 and 2011. Ultimately, we are hoping that this study will contribute to an improved immunisation schedule for all children treated for cancer in Australia, and possibly worldwide.  

Who is doing and sponsoring the study?
Dr Eliska Furlong is the Coordinating Principal Investigator of this study. Dr Eliska Furlong has extensive experience in conducting research studies and is in her last year of training in Oncology before becoming a Consultant. 

Dr Rishi Kotecha, the Associate Investigator, is an experienced Consultant Oncologist and researcher and Co-Head of the Leukaemia and Cancer Genetics Laboratory at the Telethon Kids Institute (TKI). Some of the blood tests will be analysed in Dr Kotecha’s laboratory. 
Why is my child invited to take part and what will they have to do?
Your child has been invited to take part in the study as they are 6 months to 18 years old and they are currently being treated for cancer at PCH. 
Recruitment of participants will start before the influenza vaccine becomes available. Once the influenza vaccine becomes available (usually in April of each year), the study visits detailed below will begin. 
If your child is less than 9 years of age, they will have four visits and if they are 9 years of age or older, they will have three visits between April and September. These visits will be spaced by four to six weeks and consist of a blood test and influenza vaccination. At the last visit, only a blood test will be performed. 

We will make every effort to ensure the timing of the study visits coincide with your child’s chemotherapy treatment, when the central line is accessed. Influenza vaccine can only be given to a child or adolescent whose neutrophil count (ANC) is ≥0.5 x 109/L, which will be measured from a blood sample scheduled as part of your child’s chemotherapy treatment on the morning of the visit where possible. 

The visit will take place in the Oncology Outpatient (Clinic H) or Inpatient (Ward 1A) setting, depending on where your child is located at the time of the scheduled visit. 
The schedule of the visits is shown below: 
Visit 1


Review of signed Consent form

Check of eligibility criteria

Baseline medical history collected
Previous influenza illness history documented
Previous influenza vaccination documented

Blood sample collected (10 mL, two teaspoons)

1st influenza vaccine given

Visit 2
Check of eligibility criteria


Any influenza-like illness documented

Any adverse events to influenza vaccine documented

Blood sample collected (7 mL, one and a half teaspoons)

2nd influenza vaccine given

Visit 3
Check of eligibility criteria


Any influenza-like illness documented


Any adverse events to influenza vaccine documented


Blood sample collected (7 mL, one and a half teaspoons) 

3rd influenza vaccine given (only for children less than 9 years of age)


Visit 4 (only for children less than 9 years of age)


Any influenza-like illness documented


Any adverse events to influenza vaccine documented

Blood sample collected (7 mL, one and a half teaspoons)
We will also ask you to give us a call and may ask you to come into the outpatient clinic for a review should your child develop symptoms of influenza-like illness, as listed below:
· Raised temperature (>37.5°C) or a clear history of fever (chills, rigors)
AND
· Presence of at least one respiratory symptom such as: 
· Cough
· Sore throat
· Runny nose
If the symptoms at the time of the review are thought to be caused by the influenza virus, a nasal swab will be taken. 

Should your child develop a fever, defined by the Oncology department as a temperature of ≥38.5°C or two isolated temperatures of ≥38.0°C to 38.5°C in 12 hours, the standard emergency pathway needs to be followed. 

What will happen with the blood samples?
Baseline blood tests will be performed at the start of the study (Visit 1). These will include measurement of lymphocyte subsets and immunoglobulin (IgG, IgA and IgM) levels. 

Study blood tests will be performed at every study visit. The study blood tests are the following: 

· Testing of humoral (antibody) response to the influenza vaccine – a sample of serum will be obtained from your child’s blood, frozen and stored. At the end of the vaccination season (usually in September) this sample, together with all the other participants’ samples, will be sent to the Victorian Infectious Diseases Reference Laboratory (VIDRL) in Melbourne for measurement of antibodies against the influenza vaccine produced by your child in response to the influenza vaccine. 

· Testing of cellular response to the influenza vaccine – a portion of the blood sample will be used to study the response of T lymphocytes to the vaccine by measuring INF-γ, a molecule produced by T lymphocytes in response to certain viruses, including the influenza virus and the influenza vaccine. This test will be performed at the TKI in Perth.  
A full blood count (FBC) will be done at Visit 1, 2 and 3 for children less than 9 years of age and at Visit 1 and 2 for children and adolescents who are 9 years of age or older. 

Nasal swabs which are identified as positive for influenza will be sent to VIDRL in Melbourne to test for specific subtypes of the influenza virus. 
Does my child have to take part in the study?
Taking part in a research study is voluntary. It is your choice as to whether your child takes part or not. You do not have to agree if you do not want to. If you decide to let your child take part in the study and then change your mind, you can withdraw them from the study at any time. If you chose for your child not to participate in the study or participate and then withdraw from the study, it will not affect your child’s access to treatment or your relationship with the doctors and staff at PCH in any way. If you choose to withdraw your child from the study, we will continue to use any information collected up until the time point when your child left the study. 
Are there any benefits to my child from being in the study?
We do not know if there will be a direct benefit to your child from participating in this study. If the results of our study show that there is an advantage of adding an extra influenza vaccine to the current immunisation schedule, then your child will benefit from participating in the study as his or her protection against the virus will be stronger. 
We hope the results of the study will result in improved protection against influenza infection in children undergoing treatment for cancer. As it will be the first study of such kind in the world, positive findings could result in improving immunisation schedules against influenza not only in Western Australia but also in the rest of Australia, and possibly worldwide. 

Are there any risks, side-effects, discomforts or inconveniences from being in the study?
We will do our best to obtain the blood samples from an accessed central line at the time of your child’s outpatient appointment or inpatient stay. If that is not possible, a blood test will need to be performed as, apart from a FBC, the study tests cannot be done from a finger prick blood sample. 

The influenza vaccine is injected intramuscularly into the outer aspect of the shoulder. Commonly, some pain and sometimes swelling and redness can occur at the injection site. Occasionally, a little nodule can develop at the site and last for a number of weeks. This does not require any treatment and eventually will disappear. 
The influenza vaccine contains inactivated viral particles and therefore cannot cause influenza infection. Occasionally, influenza-like symptoms can develop a few hours after vaccination and may last for 1-2 days. These include fever, fatigue and muscle pain.  
Rarely, the influenza vaccine can cause serious side-effects such as anaphylaxis. Anaphylaxis is a severe allergic reaction and usually occurs within 30 minutes after vaccination. If the vaccine is given at PCH, your child will be observed for 30 minutes after the vaccine was given. In the event of your child getting anaphylaxis, he or she will receive treatment by staff who are trained to treat anaphylaxis. 
In 2010, an unusually high number of children younger than 5 years suffered from very high fevers and seizures after the influenza vaccination. This was associated with Fluvax and Fluvax Junior vaccines but not with any other influenza vaccines used in the same year. The Fluvax and Fluvax Junior vaccines are no longer available in Australia and so will not be used as part of this study. 
Who will have access to my child’s information?
All information collected about your child for this study will be kept confidential and secure. Hard copy data will be placed in locked storage in the Oncology Department office on level 2 at PCH. Data will be stored, managed and disposed of in accordance with the Oncology Departments record keeping plan. Electronic data will be managed using an electronic platform called REDCap which is stored on TKI servers at PCH. Data will be password-protected and only approved TKI REDCap administrators and members of the study team will be able to access the data. All electronic data will be coded which means that we will remove identifying information on any data or sample and replace them with a code. Only the research team will have access to the code to match the data to your child’s name. 

Occasionally, your child’s health record and any information collected during the study may be inspected by Human Research Ethics Committee (HREC) representatives. These representatives will be granted direct access to your child’s medical records and the study data so that they can confirm that the information collected during the study is accurate. 
Will you tell us about the result of the research?

We will send you a letter with the research results once all of the data have been analysed. Results will not be individual but presented as a summary of all collected data. 
The results of the study will be presented at a seminar or conference, and published in a national or international medical journal. Your child will not be identified in any results that are presented or published.  
Can the study be stopped unexpectedly?
The study may be stopped for a variety of reasons. This may include the following: 

· If your child develops a side effect from the vaccination that is too severe.
· If your child becomes ineligible, for example commences monthly IVIG (intravenous immunoglobulins).
· If you chose to withdraw from the study.
What happens next and who can I contact about the study?
If you decide to let your child take part in the study, we will ask you to sign the consent form. By signing you are telling us that you understand what you have read and what has been discussed. Signing the consent indicates that you agree for your child to participate in the research study and have their health information used as described. Please take your time and ask any questions you have before you decide what to do. You will be given a copy of this information sheet and the consent form to keep. 

For any question related to the study, please do not hesitate to contact: 
Dr Eliska Furlong

Dr Rishi Kotecha

on 
6456 4420
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 study have been approved by the Child and Adolescent Health Service HREC. This study will be carried out according to the National Statement on Ethical Conduct in Human Research 2007 (updated 2018). If you have any concerns and/or complaints about the study, the way it is being conducted or your child’s rights as a research participant, and would like to speak to someone who is independent of the study, please contact: 
Executive Director Medical Services at CAHS via the switchboard on 

6456 2222

Your concerns will be drawn to the attention of the Ethics Committee who are monitoring the study. 
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CONSENT FORM
Study title:   Evaluation of an enhanced influenza vaccination schedule in immunocompromised children undergoing treatment for cancer by assessment of cellular and humoral immune response

Coordinating Principal Investigator: Dr Eliska Furlong, Oncology Advanced Trainee

Associate Investigator: Dr Rishi Kotecha, Consultant Oncologist
I have read the information statement listed above and I understand its contents. The discussion has included my child to the level of their understanding. 
I believe I understand the purpose, extent and possible risks of my child’s involvement in this study. 

I voluntarily consent to my child taking part in this study. 

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

I understand that this study has been approved by the Child and Adolescent Health Service Human Research Ethics Committee and will be carried out in line with the National Statement on Ethical Conduct in Human Research 2007 (updated 2018). 

I understand I will receive a copy of this Information Statement and Consent Form. 

…………………………………………………………………………………………………………………..

Child’s Name



Child’s Signature



Date

(If deemed to be a mature minor)

…………………………………………………………………………………………………………………..

Parent’s name


Parent’s Signature



Date
Declaration by researcher: I have supplied a copy of the above Information Sheet and signed Consent Form to the participant/parent and believe that they understand the purpose, extent and possible risks of their child’s involvement in this study. Where the participant is a child, not assessed as a mature minor, I have explained their participation at an age appropriate level and included the use of a simplified information sheet to guide discussion with the child. 
………………………………………………………………………………………………………………….

Research Team Member Name
Research Team Member Signature
Date
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