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Induction Randomisation 

Introduction

You have already agreed for your child to enter the AML17 trial.  This sheet provides you with further information about the first treatment comparisons which we want to make.

What is the purpose of the study?

In this part of the study your child will receive the chemotherapy drug combination doses of one of the standard drug (Daunorubicin) in combination with Ara-C.. This chemotherapy combination is standard treatment which has been used for many years and the plan is to give your child either a 90mg dose or a 60mg dose in course 1 only..  After your child’s blood counts improve after the first course of treatment, which lasts 10 days, we will check your child’s bone marrow to make sure it is in remission and at that point plan to give a second course of the same treatment.  That would be in about a month from now. After 3 to 4 weeks your child will receive the second course of the same combination but with the normal dose of 50mg/m2. This course lasts for 8 days.

In addition, we are comparing the addition of a new drug called Mylotarg on day 1.  This is given with the second treatment course only. If your child is in the group, that looks like their leukaemia looks would have benefited from Mylotarg when we have some more results back, your child will be given Mylotarg in course 2.   Mylotarg contains a special targeting protein called an antibody and a very powerful chemotherapy drug called calicheamicin. The antibody targets the drug directly to the leukaemic cells. 

We know from our previous trial that the addition of Mylotarg to these chemotherapy treatments does not significantly increase the side effects which may happen with chemotherapy alone.  The chemotherapy will cause hair loss, a sore mouth and damage to the immune system and to fertility.  Mylotarg does not seem to make this worse, but can cause some changes in blood tests called liver function.  Generally this is not a problem, but very rarely it can lead to more serious liver upset that may require treatment.

Mylotarg was tested in the previous national trial where in adults we found that adding it to DA seemed to improve disease control.. 

In the previous trial a small dose (3mg/m2- [mg/m2 is the way we work out most chemotherapy doses]) of Mylotarg.  This seemed to reduce the risk of a relapse of the leukaemia without increasing the side effects, so in this trial we want to test a bigger dose of Mylotarg (6mg/m2). We know from other studies around the world that the higher dose is well tolerated, but this will be closely monitored. The Mylotarg will be given as an intravenous infusion on day 1 of treatment course 2 only.

Some children and young people (about 1 in 3 who go into the trial) will not get Mylotarg.  If your child i leukaemia looks like they would have benefited from Mylotarg when we have some more results back, your child will be given Mylotarg in course 2.  This makes sure that everyone who might benefit from Mylotarg is able to get it.

This means that there are two possible treatments in course 1.  These are decided by a process called “randomisation” to ensure equal people in each treatment.  This is the best way to make sure the results of the study are really the right results.  If, at any time, it seems as though one treatment is doing better than the others, the study would be stopped and everyone would get the best treatment.  If you agree for your child to enter this treatment they will receive in course 1 one of the following treatments:

a) D(90)A 
b) D(60)A 
What will happen?

If you agree, your child will be allocated by computer to receive one of the treatment options as set out above. Each treatment lasts 10 days for course 1 and 8 days for course 2, and both will suppress your child’s bone marrow so that it will not produce red cells, platelets or white cells.  The marrow is expected to recover 3-4 weeks later, but during this time they will need to stay in hospital. This is because they will have a low white cell count which increases the risk of infection, a low platelet count which may lead to bleeding or easy bruising, a low red cell count which may make your child feel tired and short of breath but a blood transfusion will be given to treat this if required. These effects may also be caused by the leukaemia. Your child will become more prone to infections, which will need strong antibiotics. . Your doctor will explain to you that this will happen with any effective chemotherapy. 

The Mylotarg is given by intravenous infusion on day 1 of the first treatment course only. Your child will be randomly allocated to receive Mylotarg at a dose of 3mg/m2, which is the dose used in our previous trial, or 6mg/m2. In about 1% of patients Mylotarg can irritate the liver. If your child’s liver tests are not normal they will not be able to receive Mylotarg.  This is because the Mylotarg can cause rapid destruction of the leukaemia cells and the breakdown products can damage the kidneys.  Any effective chemotherapy for AML does this.  There is no reason to suppose that one or the other of the treatments being used will be different in this respect.

Towards the end of the chemotherapy in course 1 your child’s doctor will be told if special tests on your childs leukaemia cells at diagnosis show that there is a FLT3 mutation. He/she will discuss with you the implications of that and will discuss with you whether you wish your child  to consider entering the testing of a new drug that may counteract the effects of this mutation

About three weeks after the end of course 1, your child’s response will be assessed by a bone marrow examination. As explained in the previous information sheet, other information may be available at this point which may add additional options at that point. If that is the case, this will be explained to you and your child and you will receive the relevant information sheet. 

At this time, your doctor may talk to you about whether a Stem Cell or Bone Marrow Transplant should now be considered after your child has received further chemotherapy.  For this, blood tests from yourself/yourselves and any siblings will need to be done to see if any of you are a suitable match to act as a donor. Under some circumstances an unrelated donor may be more suitable. If the initial treatment course has not produced a satisfactory response your child will be offered alternative chemotherapy which is under test in the trial, about which you will receive further information should the need arise.

Will your child have side effects?

All chemotherapy for AML causes side effects and has a risk of infection or bleeding because it damages normal blood cells as well as the leukaemia cells. In this respect the two chemotherapy combinations are similar to any chemotherapy. In other trials which have used the 90mg dose there have been no extra side effects reported compared with a lower dose. The drug, Mylotarg, may cause a serious upset of the liver chemistry (about a 1 in 100 chance) but this usually settles in a few days.

You should be aware that a similar (but not identical) trial in the USA also used Mylotarg. In that study of 600+ patients, the addition of Mylotarg there was an apparent increase in early mortality in the Mylotarg arm from 0.8% to 5.8%. Partly as a result of this the drug did not improve overall survival. Of importance here is that the non-mylotarg arm result at 0.8% is unusually low and has not been reported in any other trial which suggests it was a chance result, nevertheless, as a result the regulators in the US asked for the drug to be withdrawn from the market. Over 1200 patients have received mylotarg in UK trials when no increase in mortality has been seen, and there is a survival benefit.

The usual effects of chemotherapy include hair loss, some nausea and sometimes vomiting although these are usually controlled with medication, damage to the immune system and problems with fertility. When the treatment of leukaemia is complete, your child’s hair will grow back and the immune system should recover, but fertility tends to remain a problem. Some chemotherapy drugs can affect how well the heart works and this will be monitored closely throughout the study. 

Potential disadvantages and risks for females of childbearing potential 

There could be risks to an unborn child in this clinical trial. And if your child is capable of becoming pregnant your child must agree to use birth control and for up to 28 days after the end of the trial. The clinical trial doctor must approve the form of birth control.

If your child could become pregnant, they will have a pregnancy test at the beginning of the clinical trial to ensure they are not pregnant. The test might not detect early pregnancy and for this reason it may be necessary to repeat a pregnancy test later in the clinical trial. If you think your child may be pregnant please tell the clinical trial doctor immediately.

Pregnancy will be a reason to stop the clinical trial immediately. If your child becomes pregnant within 28 days of stopping the trial drug, we ask that you contact her clinical trial doctor for safety monitoring. The clinical trial doctor will ask that your child’s obstetrician provides updates of her pregnancy and of its outcome and will make this information available to the study sponsor for safety monitoring and follow up. 

Your child will not be able to take part if she is breast-feeding.

Potential disadvantages and risks for males of childbearing potential

If your child’s partner thinks she is pregnant during the clinical trial or within 28 days after your child has stopped taking the clinical trail drug, the clinical trial doctor should be informed immediately. Your child’s partner will be asked to sign a release of information form to allow the clinical trial doctor to contact her obstetrician to collect updates on the progress of the pregnancy and the outcome and will make this information available to the study sponsor for safety monitoring and follow up. 

Will your child benefit from the treatment?

It is expected that the treatment will give your child an 8 out of 10 chance of returning the bone marrow to functioning normally.  We do not know whether one treatment is better than the other. If there turns out to be a better arm between the two on offer, there is no guarantee that your child has received it. However, the trial is carefully monitored by an independent panel which will stop the trial if one treatment appears to be better.

Can my child withdraw from the trial?

Your child may withdraw from the trial at any time. If you and your child choose to do so, your                  doctor will discuss alternative treatment with you.

Thank you for reading this information and considering your child’s participation in this study.

CONSENT FORM 2A 

Acute Myeloid Leukaemia 17 Trial

 (Trial Reference ISRCTN55675535) 

Induction Randomisation for parents

                                                                                                     Please circle one and initial

	 1.Have you read the attached Information Sheet 2A ages 0-8 years  Version 2.1 June 2011?




	YES/NO
	

	
2.Have you had an opportunity to discuss this study and ask questions?

	YES/NO
	

	 3.Have you received satisfactory answers to all of your questions?


	YES/NO
	

	 4.Have you received adequate verbal and written information about the study?
	YES/NO
	

	5.To whom have you spoken?    Dr./ Mr./ Ms

	
6.Do you understand that you are free to withdraw your child from the study:


   *at any time


*without having to give reasons


*without affecting your child’s future medical care?
	YES/NO
	

	Sections of your child’s medical records relating to their participation in the study may be inspected by responsible individuals from the trial Sponsor who is Cardiff University.  All personal details will be treated as STRICTLY CONFIDENTIAL.  The information will be used for medical research only and your child will be identified only by trial number, initials and date of birth.  Your child will not be identified in any way in analysis and reporting of the results.

7.Do you give your permission for these individuals to have access to your child’s records and to have your child’s clinical details recorded in this way?
	YES/NO
	

	8.
8.Do you agree for your child to participate in this study?

	YES/NO
	

	9. Are you aware that your child’s GP will informed of your participation in this study?
	YES/NO
	


	Patient Name:
	Hospital Number:

	Parent/Guardian Name:
	Parent /Guardian signature:

	Name of person taking consent:
	Signature of person taking consent:
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