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Dear Patient

You are being invited to take part in a clinical trial called UKALL 2003 (UK Acute Lymphoblastic Leukaemia Research Trial 2003) conducted by the Medical Research Council. 

Before you decide, it is important for you to understand why the research is being done and what it will involve. Please take time to read the following information carefully and discuss it with others if you wish. Ask us if there is anything that is not clear or if you would like more information..

 What is a clinical trial and why do we need them?

You have been diagnosed with Acute Lymphoblastic Leukaemia - the commonest form of cancer in children and young people. It is a rapidly progressing cancer of the blood which affects those white blood cells known as lymphocytes.

The treatment for leukaemia in children and young people has improved steadily over the last 20 years, so that now the disease can be controlled and indeed the majority of our patients are now cured. This has enabled hospital teams to now focus on the side effects of the treatments with the aim of preventing them.

Also, recent research suggests that young adults up to the age of 25 years have a better chance of cure if they receive the treatment that is used for children rather than that used for older adults.  Hence, we modified the entry criteria in 2007 to allow young adults up to the age of 25 years to enter into this trial.

Different treatments have been developed over many years and their success compared to find out which combinations and sequences of drugs are the most effective with the least harmful side-effects. The methods by which these treatments are compared are called clinical trials and they are important in making it possible to improve the treatment of children and young people with leukaemia.

To make the results achieved from such trials completely fair and reliable, the groups of patients receiving the different treatments must be as alike as possible. This goal is achieved by the treatment for each patient being chosen at random by a computer, from a choice of two or more treatments. The process is called a “randomised clinical trial” and means that a patient has a 50/50 chance of being chosen at random for a treatment, like drawing a name from a hat. Neither you nor the study doctor will be able to choose which programme of treatment you receive. Further details of the randomised and non-randomised parts of the trial are provided below starting with a description of the standard treatment of ALL.

You will be asked for your consent to taking part in the non-randomised parts of this trial within a few days after the diagnosis of ALL has been confirmed. After around 5 weeks of treatment, when you have had the opportunity to read this information sheet and discuss its contents with your  doctor, you will be asked if you agree to taking part in the randomised parts of the trial.

What is the standard treatment for ALL at the moment?

The current standard therapy for children with Acute Lymphoblastic Leukaemia consists of drugs called chemotherapy given according to a treatment programme or ‘protocol’. These drugs are given by mouth, as a jab (intra-muscular), directly into the blood stream (intravenous) or into the spinal fluid (intra-thecal) by a spinal tap (lumbar puncture). They are mostly given as out-patient therapy but there will be periods when you need to stay overnight in hospital, especially when poorly.

This chemotherapy ‘protocol’ is made up of four parts:

1. The aim of the first few weeks of treatment is to return the blood and bone marrow to normal function – we call this achieving a remission. This first part of the programme is called ‘remission induction.’

2. The following weeks of treatment are given to maintaining the remission and also to prevent the spread of leukaemia cells into the brain and spinal cord. This second part of the programme is called ‘consolidation and central nervous system treatment.’

3. A few months after diagnosis we must try to reduce the amount of leukaemia to a minimum. This third part of the programme uses powerful drugs which will affect your bone marrow and its’ ability to produce blood cells. This leads to a fall in your blood count and associated problems such as infection and bleeding. The more intensive the treatment, the more likely it is that you will experience these serious side effects. The standard treatment protocol involves two such courses given at roughly 5 and 9 months from diagnosis for patients in the MRD high risk group and one course for those in the MRD low risk group (see below). This phase is called ‘Delayed Intensification therapy.’

4. The final part of the treatment programme involves continuing or “maintenance” outpatient treatment for another 18 months or so for girls and 26 months for boys. This makes a total of two to three years for the whole programme.

This core of treatment has evolved over the course of many randomised clinical trials in the past. Possible future modifications to the plan can only be investigated by means of further trials. In Britain the trials for children and young people with Acute Lymphoblastic Leukaemia (ALL) are carried out by a team of specialist doctors from across the country, under the co-ordination of the Medical Research Council.  

What are the side-effects of chemotherapy?

Chemotherapy has a lot of side effects. Some are more serious than others; these can include serious infection and bleeding. Rarely, these side effects may be fatal.You may also find that your hair falls out, but it will grow back once your treatment is finished and you may feel and be sick when you are having your chemotherapy. The chemotherapy can also cause problems that last longer and these can include damage to your heart, problems with your growth and in rare cases you could get another type of cancer. Your doctor will give more information about these side effects to you and your family.

The stronger the treatment, the more side effects you may have, that is why we want to try and give less of the strong treatment if possible. Chemotherapy can cause damage to the developing fetus and, therefore, girls who have achieved puberty should avoid getting pregnant by taking appropriate precautions.
What questions is UKALL 2003 asking?

UKALL 2003, the present trial, will examine whether we can more accurately predict the chance of cure in each patient with ALL and tailor make their treatment using a new monitoring technique called Minimal Residual Disease (MRD) assessment.

At the moment, we monitor how well a patient is responding to treatment by counting the number of leukaemic cells in their bone marrow using an ordinary microscope, and remission (a good response) is defined as less than 5% of leukaemia in the bone marrow. 

Recent studies using more sensitive genetic technology have shown that the amount of residual leukaemia in patients whose leukaemia appears to be in remission varies considerably and the exact amount can accurately predict the chance of cure. There are a variety of such techniques to detect and count very little amounts of leukaemia, and they are called Minimal Residual Disease (MRD) assessment. 

We wish to use very sensitive genetic technology for monitoring MRD. This simply means that we will use a different piece of machinery to measure the levels of residual leukaemia in your bone marrow. 

At the outset,of the trial the, the following questions were being asked in UKALL 2003: 

1. Can patients with very little leukaemia after eleven weeks of treatment (MRD- Low Risk group) have their treatment reduced without increasing the risk of leukaemia recurrence? This would mean they will have a reduced risk of damaging side effects. These patients have a more than 95% chance of cure with the current protocol containing two intensification courses. We have recruited sufficient patients to this part of the trial and it is now closed to further recruitment. Results of other trials indicate that a single course of intensification gives as good a chance of cure for MRD low risk patients as two courses. Therefore, we now give only one course of intensification to MRD low risk patients

2. Can patients with a relatively high level of leukaemia after one month of treatment (MRD- High Risk group) improve their chance of cure by having the intensity of their treatment increased? These patients have a less than 80% chance of cure with current treatment. We have still to recruit sufficient patients to this part of the trial and, if your child is in the MRD high risk group, we will seek your permission for him/her to be entered into the high risk randomisation (see below).

3. What is the best way of using an important drug in the treatment protocol called Asparaginase? This will involve taking some extra blood samples from you after you have had Asparaginase. 

Why have I been chosen?

Over the next 6 years, parents of all new cases of childhood Acute Lymphoblastic Leukaemia in the UK will be offered the opportunity to enter into this study. We have already recruited 800 patients to the study and hope to recruit a further 1500 patients nationally over the next 4 years.

How will treatment be decided for me if I agree to take part?

The first month of your treatment will be based on standard criteria of age, white cell count and response to the first two weeks of treatment. Following this, we will check the one month bone marrow for residual leukaemia cells and the treatment will be chosen according to the results. 

If you have very little leukaemia after one month of treatment  (MRD low risk) the treatment will be one course of intensification.
If however, you have a relatively high level of leukaemia after one month of treatment (MRD high risk) , the treatment choice will be made between intermediate and high levels of drug intensity. 

The exact details of the treatment will be provided to you once we know your response to the first month of treatment. 

In the first four years of this trial, we have found that children with Down syndrome have an increased risk of dying due to the side effects of treatment. Investigators in other countries have also noticed this problem in Down patients so it is not unique to the UK. Therefore, we have amended the trial so that if you have Down syndrome, you will not be randomised but instead receive a less intensive version of the appropriate treatment regimens. Your haematologist will explain exactly how the treatment will be modified. The modifications are designed to reduce side effects but this may reduce the chances of curing the leukaemia. On balance, though, by reducing the risk of deaths from side effects, the chances overall of your surviving the leukaemia will be improved by these modifications.

What are the additional procedures?

At the moment we have to collect some of your bone marrow for testing at diagnosis and again after one month of treatment. We normally collect around 5 mls (one teaspoon) of bone marrow for routine tests. During this trial we will collect an extra 10 mls (2 teaspoons) of your bone marrow at diagnosis, after one month of treatment and again after eleven weeks to do the MRD tests. Very occasionally, we may need to do a repeat bone marrow at diagnosis if enough samples could not be obtained for the MRD tests to be performed.

Collecting the additional amount will not harm you. Any sample left-over after the MRD tests will be stored for use in future ethically approved scientific studies or for double-checking the MRD test result in case of future doubt about its accuracy.

Around one table spoon of blood will be collected after you have received Asparaginase during induction and intensification courses. This will be analysed in a specialist laboratory in Manchester to find out if the amount and frequency with which we use this drug currently is optimal.

If you decide to take part in this trial you will also be given the option to consent for any samples surplus to requirement for diagnosis and MRD tests to be stored and used for future research.  Samples will only be used in scientifically and ethically approved studies.  The samples are stored securely and to maintain anonymity the samples are given a code.  Researchers who use the samples will not know your name or any other identifiable details, information such as your  diagnosis and treatment is kept so it can be matched up with the tissue, but only in anonymised form.  The link between this code and information about your diagnosis and treatment is kept secret, in accordance with the Data Protection Act.  More detailed information on the Childhood Cancer and Leukaemia Tissue bank is available and your doctor can provide this for you if you wish to find out more. 

What are the possible advantages and disadvantages of taking part in this study?
The possible benefit of improved cure for MRD-positive patients selected to receive the most intensive treatment programme, is balanced by the likely increased toxicity of this regimen. 

On balance, the risks and benefits of the non-standard treatment options appear equal. However, we do not know this for certain or there would be no need to do a study. 

What are the possible benefits of taking part?

There may be no direct benefit to you from entering the study. As stated above, the non-standard treatment options may have a benefit, but we will not know this until the results of this study are available. The information we get from this study may improve treatment of future children with ALL.

 You may be withdrawn from this trial if results on your bone marrow suggest that another treatment regimen may be more appropriate for you. If you are withdrawn from the study, you will be given the choice of whether the data collected should also be withdrawn or kept for future study.

What if new information becomes available?

Sometimes during the course of a clinical trial new information becomes available about the treatment that is being studied. If this happens, we will tell you about it and discuss whether you should be withdrawn from the study or continue in it. If we were to decide that you should remain in the study, you may be asked to sign an updated consent form

What happens when the research study stops?

When we have an answer to the questions in this trial, all existing and new patients will be transferred on to the most effective and least toxic treatment in the trial.

What will happen to the results of the research study?

The results of this study will be published in reputable medical scientific journal. You will not be identified in the publications. A copy of the published results can be obtained from the doctor named at the end of this information sheet.

Who will have access to information about me?

All patient information will be stored in a database at Oxford.   Only the doctors and technicians involved in the running of this trial will have access to it. Your GP will be informed with your consent about your participation in the study. The Office for National Statistics will also be informed about your  participation in the study

Will any additional information be collected?

We are interested in learning about the long term success of your treatment and any ill effects from it. As you may be aware, the Office for National Statistics collects data on all births and deaths in the UK and this is one important source from which we gather information about the long term health of our patients. This is done through a process called “flagging” in which the Office for National Statistics will help us keep in touch with your progress by letting us know the Health Authority  where you are registered with a GP.
What happens if I don’t want to be in this trial?

If you do not want to be entered into the clinical trial, we will continue to treat you to the best of our ability, using the best standard treatment. It is entirely your choice whether or not you wish to take part in this study. If you decide to take part you are still free to withdraw at any time and without giving a reason. 

What if I suffer injury due to this study?

If you are harmed by your participation in this study, there are no special compensation arrangements.  If harmed due to someone’s negligence, then you may have grounds for legal action.  Regardless of this, if you have any cause to complain about the treatment whilst taking part in the trial, the normal complaints mechanisms available to anyone receiving care in the National Health Service are available to you and are not compromised in any way because you have taken part in a clinical research study.

Who is organising and funding the research?

The Leukaemia Research Fund, Medical Research Council and Cancer Research UK are all supporting and funding this trial. The hospital in which you are being treated is being paid a small sum to provide support for collecting the data for this study.

Who has reviewed the study?

National and international experts in the treatment of childhood leukaemia have scientifically reviewed the study. The Multi-Centre Research Ethics Committee for Scotland and the Ethics Committee in your local area has also reviewed the study from an ethics standpoint

Contacts for further information?

If you require any further information regarding the study at any stage, or in the event of an emergency please contact the following doctor or Nurse, who are the local investigators for this study:

Dr:…………………………………….   Tel:……………………………..

or

Nurse:…………………………  Tel:……………………………….

What if I have any other concerns or wish to seek independent advice about the study?

If you have any complaints about the way the investigator has carried the study, or wish independent advice about the study you should contact …..[Local patient representative]…….

Thank you for taking the time to read this information sheet.

Dr:…………………………………….   Tel:……………………………..

or

Nurse:…………………………  Tel:……………………………….

 You will be given a copy of this information sheet and a signed consent form to keep.
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