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IMPORTANCE OF THE QUESTIONS BEING ADDRESSED

FAQs for BMT CTN PROTOCOL 0601

1. What is the rationale for studying unrelated donor transplantation in children with sickle cell disease?

Children with sickle cell disease often have very serious complications due to their disease such as stroke, chronic lung damage, and severely disabling pain episodes.  These result in progressive organ damage, poor quality of life, and a shortened life span.  Successful umbilical cord or bone marrow transplantation can halt further organ damage as the patient’s bone marrow is replaced by normal donor cells that make normal hemoglobin.  However, few children with sickle cell disease have a suitable family donor.  This trial is designed to determine whether a reduced intensity conditioning regimen approach can produce good results with unrelated donor stem cells.
2. How are patients with severe sickle cell disease symptoms currently treated if they (a) have a HLA matched sibling donor or (b) do not have a HLA matched sibling donor?
Most patients with severe sickle cell disease receive supportive care that includes chronic transfusion therapy, exchange transfusions, medications that can increase levels of fetal hemoglobin (such as hydroxyurea) to decrease sickle hemoglobin related complications, asthma therapy, seizure medications, etc. as needed.  For patients with severe sickle cell disease, these interventions are necessary lifelong and may or may not prevent further complications. 

Bone marrow transplant is the only curative procedure available for sickle cell disease at present.  If patients have a HLA matched sibling donor (who does not also have the disease), transplantation using the sibling as a stem cell donor can be considered.  Most transplants are done in high risk patients with severe disease, as defined in the protocol.  There are about 50 such HLA matched sibling donor transplants performed annually in the U.S.  
3.
What preparative regimen does the recipient get before transplantation in this trial?

The preparative regimen uses three drugs – alemtuzumab, fludarabine, and melphalan. Alemtuzumab is a protein antibody that depletes lymphocytes and macrophages from the host.  Fludarabine is a purine analog that decreases lymphocyte numbers and function.  Melphalan is an alkylator that is cytotoxic for malignant and non-malignant hematopoietic cells.  Because alemtuzumab has a very long half-life, it is given about 3 weeks before the actual transplant so that most of the drug is eliminated before the donor cells are given.  The other two drugs are given the week before the transplant as is standard for pre-transplant conditioning. 

4.
How does conditioning for transplantation in this trial differ from other conditioning regimens previously used in transplantation for sickle cell disease?


Previous transplant trials have used high dose chemotherapy in the preparative regimen to achieve donor cell engraftment.  This study uses a reduced intensity preparative regimen with doses of cytotoxic agents not expected to cause high rates of regimen-related toxicity.  This means that the preparative regimen does not use high dose chemotherapy or radiation to achieve engraftment of donor cells.  Instead, it uses medications that suppress the immune system of the recipient to allow donor cells to engraft.  With the drug doses used, if donor cells do not engraft, the recipient’s own cells are expected to recover completely thus returning the recipient to the pre-transplant status.


Some previous studies used an even lower intensity regimen (a non-ablative regimen) to try to avoid regimen related toxicities.  However, the rate of graft rejection with that approach was very high.  The preparative regimen used in this trial is reduced intensity, as compared to fully myeloablative approaches, and durable engraftment is expected while still reducing regimen-related toxicity. 
5.
Why use a reduced intensity preparative regimen in sickle cell disease when previous non-myeloablative regimen has resulted in increased graft rejection?  What are the potential advantages and disadvantages?

This study seeks to reduce the toxicities associated with conditioning by using reduced intensity conditioning.  Some early and late transplant related toxicities, such as ovarian failure and damage to developing organs, may be prevented by reducing the intensity of the regimen.  The disadvantage is that this reduced intensity approach may not allow donor cells to engraft successfully and there may be increased graft rejection.  Other patients transplanted with a similar preparative regimen have shown good engraftment rates and tolerated the regimen well, though only a few had sickle cell disease.  This study is designed to determine the efficacy of this approach in this particular population. 

6.
Why is the study restricted to children with sickle cell disease less than 16 years of age?

Patients with severe sickle cell disease have progressive organ damage with age.  In older patients, the damage is quite severe and previous transplant studies indicate poor outcomes.  If this transplant approach is successful in this group of patients, future studies can explore the use of this preparative regimen for transplantation of older patients with severe sickle cell disease. 

7.
How were the matching criteria for selection of unrelated donor sources chosen?  


HLA matching criteria for bone marrow and cord blood were chosen based on data from other transplant trials.  Data from the National Marrow Donor Program (NMDP), Center for International Blood and Marrow Transplant Research (CIBMTR), New York Blood Center and the CoBLT trial indicate that the best outcomes for transplant are with a 8/8 matched bone marrow donor or a 5-6/6 matched cord blood donor with adequate numbers of stem cells.
8.
Why are peripheral blood stem cells not permissible as a donor stem cell source?

It is not clear at present whether peripheral blood cells when used as a stem cell source has advantages or disadvantages over bone marrow cells.  There are a few recent reports that suggest that peripheral blood stem cells may result in increased chronic graft versus host disease.  Graft versus host disease has no positive role for patients with a non-malignant disorder such as severe sickle cell disease.  Hence until the advantages or disadvantages of peripheral blood cells are better studied, they will not be permissible as a stem cell source for this trial.

9.
What is the purpose of the MRI scans and neurocognitive testing studies being done in this trial?

Complications of sickle cell disease include stroke and neurocognitive dysfunction.  Transplantation is undertaken to halt disease related complications including neurologic manifestations.  The ability of transplant to stabilize and/or reverse neurocognitive impairment and damage to the central nervous system will be monitored with MRI scans and neurocognitive testing performed before (baseline) and two years after transplant. 

10.
What safety measures are in place for this trial?  How is safety going to be monitored in this group of patients that don’t have an immediately life-threatening disease?

Safety will be closely monitored in this trial continuously.  Detrimental outcomes such as treatment-related mortality, severe acute graft versus host disease (GVHD), and graft rejection will trigger stopping rules and will be monitored and evaluated by an independent Data and Safety Monitoring Board (DSMB).
11.
Accrual estimates – How many transplants will be performed as part of this trial?  See separate summary of Accrual Estimates.

This trial is designed to enroll 45 recipients.
12.
What are the recruitment strategies if applicable, and proposed plans for monitoring study accrual?

This study has been developed in close collaboration with the NMDP, the Blood and Marrow Transplant Clinical Trials Network (BMT CTN), the PBMTC (a consortium of pediatric transplant centers), and the Sickle Cell Disease Clinical Research Network (SCD-CRN).  The latter three networks have on their membership transplant centers and sickle cell centers that care for patients with sickle cell disease.  The trial will be available to member centers from these networks.  Patients from non-transplant SCD-CRN member institutions will be referred to area transplant centers for this trial.

The trial has been developed by a team of transplant physicians with expertise in hematopoietic stem cell transplantation (HCT) for non-malignant disease and by hematologists that care for patients with SCD.  The eligibility criteria for identifying patients with severe sickle cell disease were determined by consensus and have wide acceptance from the Sickle Cell disease physician community. 

In order to enhance recruitment onto the trial, the NMDP will provide appropriate information about the trial on their web site both through the patient resources portal and the physician resources portal.  Patient information brochures will be generated for distribution in pediatric sickle cell disease clinics.  Letters will be sent to American Society of Hematology and American Society of Pediatric Hematology-Oncology member physicians with a brief description of the study and the eligibility criteria.
Patient accrual onto the trial will be closely monitored by the study committee at regular intervals.  Barriers to enrollment will be evaluated and strategies will be implemented to address these barriers.   

13.
What are the proposed plans for data acquisition, transfer, management and analysis?

A web-based data entry platform will be used for all BMT CTN supplemental forms.  Data are transmitted encrypted using secure socket layer (SSL) technology.  SSL is the standard used by banks in their electronic transactions.  This platform includes online missing forms reports as well as other reports as deemed useful by the transplant centers.  A User's Guide and Data Management Handbook will be developed for reference and training of clinical research associates (CRAs).

Data collected on CIBMTR Initial and Follow-up Report Forms will be transferred electronically from the CIBMTR to EMMES on a regular basis.  Any data relevant to real-time monitoring of safety or efficacy endpoints will be collected on BMT CTN supplemental forms, e.g. deaths.

Missing forms reports are updated daily.  Queries will be developed to check for missing and inconsistent data.  Queries will be distributed to the centers at least monthly.

Analysis files will be prepared prior to each DSMB meeting.  Most analyses will be conducted using SAS and following the statistical analysis plans outlined in the protocol.

14.
What is the monitoring and overall coordination of protocol management (e.g. brief summary of plans to run the study – initiation, coordination, data collection, and monitoring)?

An investigators meeting will be conducted for this protocol at the 2008 Tandem BMT Meetings.  Webcast training sessions for CRAs will be regularly conducted. 
A protocol coordinator is assigned to each BMT CTN protocol.  The protocol coordinator is responsible for the daily operational needs of the study and of the participating transplant centers.  The protocol coordinator oversees enrollment and data collection issues and is in regular communication with CRAs at participating transplant centers.  The protocol coordinator also works closely with the protocol officer with respect to adverse event reporting and to medically-related protocol questions. 

A form submission schedule is developed for each BMT CTN protocol and is included in these materials.  A visit schedule will be provided to the transplant centers for every enrolled patient.  This schedule will detail the dates of all expected visits and list of forms and/or samples required at each visit.

Initiation site visits will be conducted for all participating centers.  These visits will either be in-person visits to the centers or be held via conference call with all transplant center personnel involved with this protocol.
DCC staff, including at a minimum the protocol coordinator, will conduct periodic monitoring visits to the participating clinical centers and laboratories.  The primary purpose of these visits is to conduct data audits.  Other activities include those required to enhance data quality, ensure study integrity, satisfy regulatory requirements, and evaluate site performance.  Site visits will occur at variable frequency throughout the course of the studies, depending primarily upon the stage of the study, site performance, and sponsoring agency requirements. 

Unexpected serious adverse experiences will be reported according to BMT CTN guidelines.  The protocol officer will review all unexpected serious adverse experiences.  Expected transplant-related toxicities will be collected on each patient using the calendar-driven reporting system that has been previously reviewed and approved by the DSMB.  There is an interim statistical monitoring plan for efficacy and safety endpoints.  The protocol statistician or other DCC statistical staff will ensure that programs are in place to conduct the interim monitoring in accordance with the statistical analysis plans in each protocol.

15.  Are there any specific study training plans necessary to accomplish the research goals (e.g. workshops, study certification)?

CRAs will be certified for data submission by the DCC after participating in an in-person meeting or in a training session conference call with the protocol coordinator.  No other certifications or workshops will be required for this study.
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