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 Parents’ Information Leaflet
Dear Parents,







The treating physician of your child has informed you that your child is suspected to suffer from a disease called refractory cytopenia. This disease is a subtype of myelodysplastic syndrome involving blood and bone marrow. You have already been asked to participate in a study called EWOG-MDS 2006. Patients with refractory cytopenia who participate in this study are also asked to participate in a corresponding study called EWOG-MDS RC 06.
The following information concerns the study EWOG-MDS RC 06. This information leaflet summarizes the main points of the discussion with your child’s treating physician. When you have understood the principles of the study and when you agree that your child participates in the study, you will be asked to declare your consent in writing, by signing the “informed consent form”. You as parents decide alone for or against participation in the study when your child is unable to judge because he/she is too young. If your child is able to understand the nature and importance of the study his/her decision on giving assent or denial to the study should be considered together with your opinion. Please note that participation in the study is voluntary. Should you and/or your child decide now or later against participation in the study, this will not lead to disadvantages for you and your child. Specifically, your child will be treated carefully independent from this decision. Please take your time to carefully evaluate the decision and do not hesitate to ask additional questions as necessary. 

What does this study investigate?

The study EWOG-MDS RC 06 is a type of research study called clinical trial. It does not concern the treatment of your child. This study analyses scientific problems independent of treatment.  
For exact diagnosis, determining the best therapy, blood and bone marrow samples must be taken for different analyses independent of this study. For this study, small volumes of extra blood and extra bone marrow (5 ml each) will be taken at the same time. For all patients with refractory cytopenia these extra samples will be taken at the time of diagnosis. In patients with refractory cytopenia receiving immunosuppressive therapy, additional material (5 ml blood and 5 ml bone marrow) will be obtained at day 120 and at day 240 after start of therapy. 
In summary, this means that no additional punctures or biopsies are performed for the study EWOG-MDS RC 06. The extra study samples of blood and bone marrow for this study will be stored at the laboratory of Dr. Marry van Heuvel-Eibrink and her co-workers at the Erasmus Medical School, Rotterdam, the Netherlands.
You can also decide whether this material may be stored for future non-commercial research on your child’s disease. You can always ask for information about the research results.
In addition, the tissue type (HLA-type) of your child will be determined. This analysis will be performed in a local blood bank. For most patients with refractory cytopenia the analysis of the HLA-type is necessary independent of this study to determine the best form of therapy. For HLA-typing 5-20 ml of blood is necessary depending on blood counts. Blood drawing for HLA-typing can be done at any time with a diagnostic procedure.   
Why is this study being done?

The purposes of this study are to answer the following questions in order to know more on these diseases and to develop better ways of therapy for them. It is known that a proportion of patients with refractory cytopenia benefits from treatment with immunosuppressive therapy. This study investigates whether the response to immunosuppressive therapy is correlated with the presence of auto-immune abnormalities and which white blood cells subtypes are associated with the occurrence of this auto-immune phenomenon. For the future this would implicate that a prediction can be made which patients would benefit from this treatment.

Moreover, we know that a in a proportion of patients with refractory cytopenia PNH clones can be found. PNH clones are blood forming cells that lack certain proteins on their cell surface that makes them thereby more vulnerable for attacks of the immune system. It is not known how often these clones are present in children and adolescents with refractory cytopenia .
Specific questions are:

· How often do we find auto-immune abnormalities in children with refractory cytopenia?

· Which types of blood cells are involved in these auto-immune abnormalities?

· In children who receive immunosuppressive therapy, how does the response to that therapy correlate with the autoimmune abnormalities tested in the laboratory?

· How often do we find PNH clones in children with refractory cytopenia?
· How does the size of these PNH clones change during immunosuppressive therapy? 
· Is there a correlation between the HLA-type and auto-immune abnormalities? 
How many people will take part in this study?

At diagnosis, all patients with refractory cytopenia can be included in the study. Response to immunosuppressive therapy can only be investigated in patients treated with this form of therapy.

How will the different centers involved in this European study work together?

Like the study EWOG-MDS 2006, in which your child is already enrolled, this integrated study is being conducted in 12 European countries. The physician treating your child locally is responsible for your child’s care. To participate in this study he will send samples from blood and bone marrow to the laboratory at the Erasmus Medical School in Rotterdam, the Netherlands. Samples will be labelled with your child’s full name. 
The results of the presence of PNH clones in your child’s blood samples will be transmitted to the Regional Coordinator of this study and to your child’s treating physician, so that follow-up examinations can be planned individually. The results on autoimmunity will be kept blinded and not transmitted to you, your child’s physician or the regional coordinator. Instead they will be correlated with the course of the disease at the time of completion of this study. For this purpose the results of the laboratory research of this study will be analyzed together with the data on diagnosis and follow-up collected in study EWOG-MDS 2006 and transmitted to the Coordinating Study Center in Freiburg. There data on your child’s diagnosis and clinical course are being collected and saved in a protected data base and analysed anonymously.  

Guidelines concerning professional discretion and data protection are followed. Names and addresses of the responsible persons in the laboratory of the Erasmus Medical Center, Rotterdam, the Netherlands, of the Regional Coordinators of this study and the Coordinating Study Center in Freiburg, Germany, are listed at the end of this information.

How long will your child be in the study?

Information on the course of your child’s health status will be collected yearly until the end of 2012. You can stop your child from participating at any time.

If you have decided that the extra samples may be stored for future research, these samples will be stored anonymously for 15 years. If you change your mind and do not want any more that the samples are being stored, the remaining samples will be destroyed. It is important to know that any research that has already been done on the samples cannot be undone.

What are the risks of this study?

Since blood and bone marrow samples need to be taken anyway for routine analyses in order to determine the best treatment for your child, there are no additional risks for your child because of the participation in the study.

Are there benefits of taking part in the study?

Children in whom a PNH clone is identified will be followed closely with serial measurements of these clones in blood (not bone marrow) samples, because some of these children can develop a disorder with increased blood clotting (thrombosis) and increased destruction of red blood cells. Should this happen, early diagnosis and close follow-up within this study might be an advantage for your child.   
For all other children participating in this research study, there will be no direct benefit when participating in this study. The results of this study may benefit other patients with your child’s disease in the future. 

There is no financial remuneration for participation in this study.

What are the costs?

There will be no costs for the additional research analyses done for this study. You or your health insurance company will be billed for the routine analyses, as would be the case when your child would not participate in the study.

What are my child’s rights as a participant?

Taking part in the study is voluntary. You may choose not to allow your child to take part in the study, or may remove your child from the study at any time. Leaving the study will not result in any disadvantage. We will tell you about any new information that might affect your child’s health, welfare or willingness to stay in this study.

What about confidentiality?

Confidentiality is maintained throughout the whole study. For research purposes in laboratories outside the regional reference laboratories, samples will be identified by a number and not by name. Identifying information will be on file at the regional coordinating center and at the coordinating study center in Freiburg, Germany. These data are only accessible for specialists for scientific research. The results of this study will be published, but your child’s name will not be used in any publication

All persons involved in the study are under professional discretion and have to follow the data protection law. 
Your decision concerning the transmission of data is voluntary and will have no impact on your child’s treatment. You can cancel your assent at any time. On demand we can show you which data is collected.

We ask for your consent to process, e.g. storage, transmission, modification, deletion, your child’s personal data (name, date of birth, residence, diagnosis, therapy and other medical data). The processing of data serves the purpose of medical documentation in the framework of cooperation between different hospitals to guarantee a better diagnostic approach and a monitoring of therapy in the single hospitals. This documentation is therefore an important support of modern treatment. At the end of this leaflet you will find the centers to which data is transmitted.

What about ethical questions?

The ethical guidelines of the Declaration of Helsinki and of the Good Clinical Practice are followed.
What other options are there?

You may choose not to allow your child to participate in this study. Your child can still be treated for his disease at this center, even if your child does not take part in this study.

Whom do I call if I have questions or problems?

For questions about the study or a research-related injury, contact ______________________

(add name of regional coordinator) at _________________________________. 

For questions about your child’s rights as a research participant, contact the Institutional Review Board, contact _________________________ at ___________________________________
(add name and address of ethics committee at the institution of the regional coordinator)
Names and addresses of the scientist responsible for the research performed in this study, the Regional Coordinator and the Study Coordinating Center

Coordinating Investigator
Dr. M.M. van den Heuvel-Eibrink, Sophia Children’s Hospital, Erasmus Medical Center, Rotterdam, The Netherlands. 
Regional Coordinator
add name and address of regional coordinator

Study Coordination
Prof. Dr. Charlotte Niemeyer; Department of Pediatrics and Adolescent Medicine; Division of Pediatric Hematology and Oncology; University of Freiburg; Mathildenstr 1; D-79106 Freiburg; Germany
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