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Patient     information sheet 1  
Version 6.0, Nov 2013

PART 1

Your doctor thinks that you will benefit from treatment that incorporates trastuzumab. This is normally given with or after chemotherapy over a twelve month period. However, initial data from a small clinical trial suggests that a much shorter period is equally effective when taken with chemotherapy.

We invite you to take part in the PERSEPHONE clinical trial, to verify that 6 months of trastuzumab is as good as 12 months.  Please take your time to consider this invitation. 
You do not have to take part. If you do you will be helping to find out whether a shorter period of treatment is as effective. If it is, a likely benefit is lessened side-effects both during and after treatment. You will be able to opt out of the trial at any time.

While you consider this invitation please discuss it with your family, friends, doctor or your cancer clinical team.
The information about this trial is given in two parts:

· Part 1 of this leaflet tells you the purpose of this study and what will happen if you agree to take part.  

· Part 2 gives you more detailed information about the conduct of the study.

What is a clinical trial?

A clinical trial is a research study involving patients and is designed to answer specific questions about a new treatment, or a new way of giving a standard treatment. 
Why we are inviting you to take part in the PERSEPHONE trial?

We invite you to take part in this trial because you have recently been diagnosed with breast cancer which has high levels of HER-2. This is called HER-2 positive breast cancer. HER-2 occurs on the surface of some cells and makes the cells divide and then grow.  Trastuzumab (Herceptin®) is a protein treatment (monoclonal antibody) which blocks the normal action of HER-2, and can help reduce the risk of cancer returning.  

Do you have to take part?

No. Taking part in this research study is entirely voluntary and you must decide whether or not to take part.  A decision not to take part will not affect the standard of care you receive. 

If you decide to take part, you will be asked to sign a consent form confirming your agreement.  However, even after signing the consent form, you are still free to withdraw from the trial at any time without giving a reason or prejudicing your future care. 
What is the purpose of the PERSEPHONE trial? 

Persephone is an academic trial which aims to establish what is the best length of trastuzumab treatment for patients with Her2+ breast cancer. The optimum trastuzumab duration has not yet been determined as when the drug was first manufactured there was no obvious scientific argument for administering it for 12 months.

A large international trial has recently shown no difference in benefit between 12 and 24 months so more isn’t necessarily better. Researchers in another large trial have failed to show that 12 months is better than 6 months. Further analyses are on-going and, although 12 months remains the current standard of treatment, it may well be that the benefit comes from the first 6 months of trastuzumab.

The purpose of the PERSEPHONE trial is to confirm whether shorter treatment with trastuzumab for 6 months is as clinically effective and better tolerated than 12 months.  
Which treatment will you receive if you decide to take part?

If you decide to take part, you will be allocated to one these treatments: 
	Treatment A
(standard treatment)
	Treatment B

(research treatment)

	Trastuzumab for 12 months
	Trastuzumab for 6 months


How will your treatment be chosen?
In order to find out if giving trastuzumab for 6 months to patients with early breast cancer is as effective as giving trastuzumab for 12 months, one group of patients in this study will receive 6 months of treatment and the other group will receive 12 months.  We can then compare any differences between the two groups.   

To make sure that the two groups of patients are as similar to each other as possible, patients are put in either treatment group at random by a computer.  This is known as “randomisation”.  

What will happen once I have consented?

If you agree to take part in the PERSEPHONE trial, whichever treatment arm you are allocated, you will receive trastuzumab in the same way that all patients at your hospital receive it. The trastuzumab treatment will start either during or after your chemotherapy. The type of chemotherapy you receive will be decided by your doctor after discussion with you.  All patients will receive 6 months of trastuzumab.  Patients in the standard treatment arm will continue to receive trastuzumab for a further 6 months.
Whilst you are on trastuzumab, you will continue to visit the hospital for regular checks but you will not need to attend more often than patients who are not in the trial.  You will also be asked to complete a Quality of Life questionnaire at regular intervals.
If you decide not to take part in this trial you will receive trastuzumab treatment for 12 months. 
What are the potential risks and benefits of taking part?

There is a small chance that 6 months of treatment will show slightly less benefit than 12 months.  If early results showed that 6 months was less beneficial than 12 months, the trial would be stopped and all patients offered 12 months treatment.
If 6 months trastuzumab is as effective as standard treatment, we will be able to give all patients the shorter duration of treatment in the future.  This is likely to reduce the inconvenience, toxicities and side-effects linked to 12 months trastuzumab.  We cannot promise the study will help you but the information we get from this study will help improve the treatment of people with HER-2 positive breast cancer.
It has been shown that patients receiving only 6 months of treatment suffer from less heart problems (cardiac toxicities) than those patients receiving 12 months.
The PERSEPHONE trial has been recruiting patients since 2007 and is routinely reviewed by an independent committee (see the sections below “Who has reviewed the trial?”; “Who is ensuring the trial is being run properly?”) who have found no safety issues with PERSPHONE patients.
What are the side effects of trastuzumab?

Trastuzumab has been used to treat many patients and the side effects are well known.  Side effects can be treated and will be assessed each time you come for your clinic visits. 
Side effects of trastuzumab are more likely with the first one or two treatments and in most cases reduce over time.  Generally they are relatively mild.  Common side effects are Flu-like symptoms, nausea and diarrhoea. Less common side effects include headache, dizziness, rash, vomiting or breathlessness. 
Rare but serious side-effects are:

· Heart problems: There is a small risk of heart problems with trastuzumab and this is well recognised. Your doctor will decide if trastuzumab is given at the same time as chemotherapy. When trastuzumab is given at the same time as chemotherapy the rate of symptomatic heart failure is about 4% and 0.5% when given after chemotherapy. For the vast majority of these patients, their heart problems will resolve as their heart function should return to normal.
· Allergic reactions: This is a rare side effect of trastuzumab. Signs of this include skin rashes and itching, wheezing, difficulty breathing and breathlessness. 
Trastuzumab can be administered either intravenously (into a vein via a drip) or subcutaneously (injected under the skin) and after discussion with you, your doctor will decide on how you receive it. Some side effects (infections, cardiac disorders, administration-related reactions and hypertension) have been reported as occurring more often with the subcutaneous formulation.
If you are worried about any side-effects during your treatment, whether or not they are listed above, you should contact your doctor.  You do not need to wait until your next clinic appointment.

Further information
Please ask your doctor or the breast care team if there is anything that is not clear or if you would like more information.  
The following resources might be helpful in making your decision:

· Persephone website

http://www.warwick.ac.uk/go/persephone
· MacMillan Cancer Support:
http://www.macmillan.org.uk 

· Cancer Research UK: 

http://www.cancerhelp.org.uk/trials/trials/
· Breast Cancer Care: 

http://www.breastcancercare.org.uk
If you are being treated under a policy for private medical insurance, you should inform your insurers of your participation in the study.  

Thank you for taking the time to read this leaflet and for considering taking part in this trial.

The contact details of your breast care team are:

PART 2

This leaflet gives more detailed information about some aspects of the PERSEPHONE trial.  If, after reading it, you have any questions or concerns please discuss them with your doctor or trial nurse.
How long will the trial run?

We plan to enter 4,000 patients into the trial. The trial started in 2007 and will run for at least 8 years. The length of the trial depends on how quickly patients are recruited.  

What will happen to the results of the PERSEPHONE trial?

When the results of the PERSEPHONE trial are ready, they will be published in medical journals.  These report the results of the trial as a whole, not what happened to individual patients.  You will be offered a summary of the main results when they are published, and can have a copy of the published paper if you would like one.
What happens if new information becomes available before the end of the trial?

Sometimes during the course of a research trial, new information becomes available about the treatment that is being studied.  If this happens, you will be free to choose, after discussion with your doctor, whether or not to continue to take part.  If you decide not to continue, your doctor will arrange alternative treatments.  If you decide to continue in the trial, you will be asked to sign an updated consent form to confirm that the new information has been discussed with you. Results from other studies running throughout the world will be regularly reviewed to assess whether they have any bearing on PERSEPHONE.
Who is funding the trial?

The NHS through the National Institute for Health Research, Health Technology Assessment Programme (HTA) is funding the trial. The HTA programme is the largest research programme for the NHS and there is great competition for its funding. Only studies which are believed to be of high quality and which will provide benefits to patients are funded. Your doctor or other members of your trials team will not receive any personal financial gain from enrolling you or others in the PERSEPHONE trial.
Who has reviewed the trial?

The trial has been reviewed by national and international breast cancer experts on behalf of the Department of Health. Also, as with all research in the NHS, it is looked at by an independent group of people, called a Research Ethics Committee, to protect your safety, rights, wellbeing and dignity.  This study has been reviewed and given a favourable ethics opinion by the North West 5 Research Ethics Committee (now NRES Committee North West – Haydock; Health Research Authority).
Who is organising the PERSEPHONE trial?

PERSEPHONE has been designed by a group of clinicians and researchers in different parts of the UK. They are experts in breast cancer and comprise the PERSEPHONE Trial Management Group which directs the trial.

The trial is being run by the Warwick Clinical Trials Unit at the University of Warwick and the Cancer Research UK Department of Oncology at the University of Cambridge.
The trial Sponsor is Cambridge University Hospitals NHS Foundation Trust and the University of Cambridge.
Who is ensuring the trial is being run properly?

When a trial starts, a group of international experts are invited to form a committee (the Data Safety Monitoring Committee), which is completely independent from the people directing and running the trial. This Committee assesses the running of the trial, and all the safety and other data from the trial at regular intervals, and its role is to keep the results under review as they become available.  After reviewing the trial data and considering all the recently published data, if there are any concerns about safety or efficacy in either arm of the trial, the Committee may recommend to stop or hold the trial to protect the interests of the participants.  

Also, the running of the trial and the trial organisation will be monitored by an independent Trial Steering Committee (TSC) appointed by the Department of Health.  
What if you decide to take part in the PERSEPHONE trial and then change your mind?

Once you have agreed to take part in the PERSEPHONE trial, you are free to leave it at any time and you do not have to give a reason for your decision.  Your doctor will continue to treat you with what s/he thinks is the best current treatment.

Even if you do choose to stop receiving treatment on the PERSEPHONE trial, we would still like to access information about your progress from your medical records, so that we have as much data as possible to ensure the trial result is reliable.  However, you can withdraw your consent for your data to be collected and you must tell your doctor or nurse.
What if something goes wrong?

In the event that something does go wrong and you are harmed by taking part in the research and this is due to someone’s negligence then you may have grounds for a legal action for compensation against Addenbrookes Hospital or the University of Cambridge. The normal National Health Service complaints mechanisms will still be available to you (if appropriate).   The University has obtained insurance which provides no-fault compensation i.e. for non-negligent harm; you may be entitled to make a claim for this. 
If you wish to complain or have any concerns about any aspect of the way you have been approached or treated during this study, you can do this through the NHS complaints procedure.  In the first instance it may be helpful to contact the Patient Advice and Liaison Service (PALS) at your hospital.
Will my taking part in this study be kept confidential?

Your doctor will provide your name, date of birth and NHS number to the trials office when you join the study. Any information about you sent to the trials office will refer to you only by a unique trial number allocated to you, and by your initials and date of birth so you cannot be recognised from it.  Information from your medical records about your treatment and disease will be sent to the PERSEPHONE offices. Representatives from PERSEPHONE and/or regulatory bodies may wish to see your hospital records to make sure the information sent was correct.  

With your agreement, your GP will be informed that you are taking part in the PERSEPHONE trial and we may ask him/her to provide information on your progress.
We will be contacting your hospital and/or GP from time to time to find out how you are getting on.  If you lose touch with them, we would like to use national records at the General Register Office which are kept on everyone’s health status to find out how you are.  We will need to give them your name, date of birth and NHS number. 
All information about you will be treated as strictly confidential and not released to any third party.  
Laboratory research on your tumour tissue
As a group of specialists treating breast cancer patients, we hope to improve our ability to predict whether a patient will respond best to a particular type of drug. To carry on with this research, we would like to request your permission to collect one or two small samples of your tumour to analyse. The first sample will be taken from the tissue removed during your operation. If the chemotherapy was given prior the operation, a second sample will be taken from the tumour biopsy you had when you were diagnosed. Therefore this will not involve any extra biopsies.

We will use these tissue samples to produce a protein and tumour genetic profiles (like a ‘fingerprint’) to address questions of diagnosis, prognosis and effect of drug treatment on breast cancer tissue.  
Laboratory research on your blood

Together with the tumour tissue, we would like 2 samples of blood for research taken on one occasion.  The first sample will be used to look for changes in your own genes, which might affect how your body handles Herceptin® and therefore whether the drug will work for you.  There is some data emerging from other research which suggests this data might help us predict the response to this treatment.  The second sample is for research looking at minor changes in your genetic makeup which may help in the future to work out which patients will need additional treatment.  
What will happen to my tumour and blood samples and the information obtained from them?

If you agree to take part in the trial, your tumour and blood samples will be sent to the University of Cambridge. They will be stored there.  
Laboratory research will be carried out in future years and we are confident that it will help us to achieve the best possible results and the highest cure rates for patients. 

You will be offered a summary of the main results when they are published, and you can have a copy of the published paper if you would like one. 
Please note that all tumour and blood samples will be coded (‘anonymised’) which means that the laboratory researchers who are carrying out tests on your tumour and blood samples will not be able to trace them back to you.  However, the PERSEPHONE translational office, will keep a confidential record of the codes used for your sample.

It is important to emphasise that the aim of this laboratory research is not to identify genes that may be inherited and cause breast cancer in families.  We do not expect to identify dominantly inherited cancer genes, but it is possible that we may discover associations between some genes and breast cancer risk.  In the unlikely event that studies on your tissue reveal genetic information that might affect other family members, we need to know whether you or your family would wish to be informed.  Any such information would only be given to you after appropriate genetic counselling.  Again, if you change your mind about this decision in future, all you have to do is to let us know.
Thank you for taking time to read this leaflet and considering taking part in this study.
Consent for PERSEPHONE clinical trial  

1. I confirm that I had the opportunity to discuss the PERSEPHONE trial and its patient information sheet 1 (Version 6.0, Nov 2013) with the medical team. As a result, I understand that:
2.  I am free to choose not to participate in the trial, or to withdraw from it at any time without giving a reason and without prejudicing my future medical care.

3. The doctors in charge of this trial may close the trial, or stop my participation in it at any time, without my consent if new data emerges which makes it inappropriate to continue. 

4. My GP will be informed of my participation and sent details of the PERSEPHONE trial.

5. Sections of my medical notes which identify me by name may be looked at by responsible individuals from the trials office, government regulatory authorities or from the NHS Trust where it is relevant to my taking part in research.  I give permission for these individuals to have access to my records.

6.  I will not be identified by name in any reports or publications resulting from this study.

7. I am aware that I can withdraw this consent should I choose to withdraw from the trial. If I choose to withdraw from the trial, I give my permission for my doctor to continue to provide the trial office with basic clinical information that would routinely be collected about me and recorded in my medical notes.  
8. My participation in this trial will involve the collection of personal details and information about my treatment for breast cancer.  I understand that all data collected about me will be held under the provisions of the 1998 Data Protection Act and will be stored in manual and electronic files in secure encoded format.
9. If necessary, information about my progress will be obtained from my GP or through the Office for National Statistics, and understand that this will be done using my full name and/or NHS number.
10. I agree to the collection, storage and use of additional blood and tumour samples as described in Part 2 of the patient information sheet 1 (Version 6.0 Nov 2013).  

11. I agree to take part in the PERSEPHONE trial.
OPTIONAL
12. OPTIONAL: I would like to receive a summary of the main results of PERSEPHONE trial when they are published. (Initial box only if you agree).
13. OPTIONAL: I wish to be informed if research on my blood or tumour tissue reveals genetic information that might affect members of my family. (Initial box only if you agree).


3 copies required:   1 copy for researcher (Investigator Site File); 1 copy for patient; 1 copy to be kept with patient’s hospital notes.
Please do not send a copy to Warwick CTU or Cambridge Trials Office
Duration of Trastuzumab / Herceptin® 


with Chemotherapy


in Patients with Early Breast Cancer:


six months versus twelve





Please initial each box





Patient 


Signed ….…………………………………………………….……………      Date    …….……………


Print name ….………………………………………………….                     Date:  ……………………





Doctor


Signed ….…………………………………………………….……………       Date     …….……………


Print name ….………………………………………………….                       Date:  ……………………
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