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Residual Disease Monitoring 
One of the scientific aims of this trial is to develop new ways to monitor treatment. This would allow us to predict relapse before it actually happens. Some of your child’s diagnostic blood and bone marrow will be tested in the lab to find out which of its features, which we could call “handles”, would be the most suitable to use for these sensitive techniques. 
When your child subsequently has their routine marrow or blood examinations on follow up, a small proportion of it and a blood sample will be examined for the presence of these “handles”. These can probably be detected at a level of 1 leukaemia cell in 1000 or 10,000 normal cells which is much better than we can do using a microscope. This might indicate that the disease will return in the future, but in most cases we do not know this for sure.

As a first stage it will be necessary to track patients to see what the detection of one of these “handles” means, with respect to the risk of relapse.  It may well be that it is possible for patients to stay in remission with a small number of these cells being detectable, or the level of these cells may come and go over time without treatment. 
In other words it will take some time to work out whether detecting these cells is of any importance to patients and their outcome. This will be the first aim of the project. Under these circumstances the information will not be given to your child’s doctor, because we will not know the clinical significance of the result, and any conclusion at this stage could be misleading. We will call this “Stage A” of the project.
The second stage of the project is to find out, in the event that one of these tests is reliably found in a patient’s blood or bone marrow, if intervention with more treatment is of any clinical benefit before we can find other evidence of the leukaemia coming back.  One of the ways to find this out is to randomise patients to have their leukaemia monitored or not to be monitored. We will call this “Stage B” of the project.

What will happen?

If you agree to your child taking part in Stage A of this project, their cells at diagnosis will be analysed to look for one or more of these “handles” in their bone marrow or blood tests done for conventional assessments of their response to treatment. A small portion will be examined for the presence of these handles. We may ask for an extra marrow test for this purpose. 
For routine assessment of your child’s treatment, 3 to 5 marrows in the first year would be considered the norm. For monitoring, some cells from these tests should be sufficient, but we may request that your child has 1 to 2 extra marrow tests in the first year and up to 4 in year two. 
Initially the information from these tests will simply be collected on all patients and in due course, when there is enough information, a comparison between what these tests show and what happened clinically will be carried out. If it is shown that any one of the “handles” is useful for monitoring, the project will move on to something called the clinical validation stage. In this first development stage, the test results will not be given to your child’s doctor.

In “Stage B” which is the clinical validation stage, patients will be randomised at the start of treatment to be monitored or not. If your child is to be monitored their medical team will be informed and testing will proceed on part of the marrow sample that your child will be giving for conventional assessments. If one of the “handles” becomes positive such that relapse may happen, your child’s medical team will be informed. 
This may simply be a request to repeat the test, or to inform them that the test is positive in which case your medical team will discuss with you whether they think that more treatment is needed at that stage. They may recommend further treatment. Which treatment is given will be up to the medical team to recommend to you for your child.

We are aware that having monitoring going on may cause anxiety to the patients involved, on the other hand it may provide extra reassurance. We would like to find out whether there are differences in the quality of life between the patients who are monitored and those who are not. This can be done by inviting you and your child to fill out a questionnaire on three occasions at approximately 3, 6 and 12 months after they finish their chemotherapy.  This is done anonymously to ensure privacy. In addition we will be collecting information about further treatment or investigations that your child may have so that experts can work out what the real cost of the monitoring method is.

Will this project benefit my child?

The only reason for undertaking this project is that we do not know whether some of the techniques which are available already or will be developed tell us anything that we cannot find out from routine tests of blood or marrow. 
Similarly we do not know that if a test is positive, whether it is better to apply treatment at that point or not. Your child may not directly benefit from taking part in this project, but their participation will provide important information for the treatment of future patients.
What do I have to do?

As explained above there are two parts to this part of the study and you may agree for your child to take part in one, both or neither part.  Each stage has a separate consent form which you must read and sign if you agree to take part. When your child enters the trial several aspects or all of Stage A may have already been completed and they may only be invited to take part in Stage B.   Their doctor will be aware of that and will explain what is available at a particular time.
Contact for Further Information
Further information can be obtained from your local organiser (Principal Investigator) or the UK organiser (Chief Investigator) whose addresses are given below.

Chief Investigator:

Prof Alan Burnett

Department of Haematology

University Hospital of Wales

Cardiff

CF14 4XW

Tel: 029 2074 2375

e-mail: BurnettAK@cardiff.ac.uk 

Thank you for your participation in the trials so far and for considering this project.

CONSENT FORM 8

FOR

Acute Myeloid Leukaemia 17 Trial

(Trial Reference Ref. ISRCTN55675535)

Residual Disease Monitoring Stage A
                      (Please initial)

1. I have read the attached Information Sheet version 2.1 dated 
December 2009





2.
I have had an opportunity to discuss this study and ask questions


3.
I have received satisfactory answers to all of my questions




4.
I have received enough information about the study





5.
I have spoken with Dr./ Mr./Ms.________________________


6.
I understand that I am free to withdraw my child from the study:



· at any time

· without having to give reasons

· without affecting my child’s future medical care
7.
I understand that sections of my 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 my child will be identified only by trial number, initials and date of birth.  My child will not be identified in any way in analysis and reporting of the results.I give permission for these individuals to have access to my child’s records and to have their clinical details recorded 
in this way



8.
I agree to participate in this study








9. I give permission to tell my child’s GP about their participation in 
the study


Parent’s Name:​​​​​​​​​________________________________________

Parent’s Signature:_____________________________________



Name in block letters:___________________________________

Date_____________________

Doctor’s Signature:_____________________________________



Name in block letters:___________________________________

Date_____________________

Patient Representative’s Signature: 

(if appropriate)_________________________________________

Name in block letters:___________________________________



Relationship to patient: _________________________________

Date_____________________
CONSENT FORM 8i
FOR

Acute Myeloid Leukaemia 17 Trial

(Trial Reference Ref. ISRCTN55675535)

Residual Disease Monitoring Stage B
          (Please initial)

1. I have read the attached Information Sheet version 2.1 
dated December 2009


2.
I have had an opportunity to discuss this study and ask questions


3.
I have received satisfactory answers to all of my questions




4.
I have received enough information about the study




5.
I have spoken with Dr./ Mr./Ms.________________________

6.
I understand that I am free to withdraw my child from the study:



· at any time

· without having to give reasons

· without affecting my child’sfuture medical care
7.
I understand that sections of my 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 my child will be identified only by trial number, initials and date of birth.  My child will not be identified in any way in analysis and reporting of the results.


I give permission for these individuals to have access to my child’s records and to have my clinical details recorded in this way?



8.
I agree to participate in this study








9. I give permission to tell my child’s GP about my participation in the 
study


Patient’s Signature:_____________________________________



Name in block letters:___________________________________

Date_____________________

Doctor’s Signature:_____________________________________



Name in block letters:___________________________________

Date_____________________

Patient Representative’s Signature: 

(if appropriate)_________________________________________

Name in block letters:___________________________________



Relationship to patient: _________________________________

Date_____________________
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