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IMPORTANCE OF THE QUESTIONS BEING ADDRESSED

FAQs for BMT CTN PROTOCOL 0501

1. Why conduct a transplant trial comparing single versus double umbilical cord blood unit transplantation in children with leukemia or myelodysplastic syndrome?

Cell dose has been clearly identified as a major limitation of umbilical cord blood as a source of stem cells for transplantation.  Cell dose has been reported to effect both incidence of engraftment as well as speed of neutrophil recovery.  Based on data from the CIBMTR and NYBC, the effect of cell dose is continuous in terms of speed of recovery.  Even when comparing speed of recovery at the highest cell doses, recipients of >20 x 107 have faster recovery than recipients of 10-19 x 107 nucleated cells per kilogram.

The COBLT study demonstrated an overall engraftment rate of 75% in children with malignant disease.  Therefore, engraftment is a problem even in children and not just adults.  Preliminary data suggest that the addition of fludarabine to the COBLT regimen of cyclophosphamide and TBI (as proposed in Protocol 0501 for both treatment arms) will minimize the risk of graft failure even in recipients of a single unit.

The study is proposed in children because most patients will have an adequate single UCB unit for transplantation.  The study is limited to patients with malignancy to reduce heterogeneity in the patient population and preparative regimens employed that could impact the primary and secondary outcomes to be measured.

2. What is the current “standard of care” for pediatric patients requiring transplantation but do not have a HLA matched sibling donor?

Based on reports from the CIBMTR, UCB is being increasingly utilized as the stem cell source of choice, particularly in children.  Use of UCB is as likely as marrow or peripheral blood in the U.S. today.  Retrospective analyses in children comparing the transplant outcomes after marrow versus UCB transplantation suggest similar long term survival rates overall.  However, certain factors often play a role in choosing one source over another: 1) center priority; 2) HLA matched marrow donor availability; and, 3) urgency.  UCB is more rapidly available than marrow and less HLA restricted.  
3.
Why introduce fludarabine in the preparative regimen for transplantation?

Fludarabine is a powerful immunosuppressant agent and has few extrahematological side effects.  It does not cause mucositis or significant toxicity or damage to heart, lung, kidneys or the gastrointestinal tract.  Fludarabine-based preparative regimens are increasingly employed in bone marrow and UCB transplantation for other hematologic disease such as leukemia or lymphoma.

4.
What are the potential risks of using two UCB units?

Although studies have not thus far demonstrated a higher risk of GVHD in recipients of two UCB units as compared to one at the University of Minnesota, limited numbers of patients prevent definitive conclusion thus far.  The number of T lymphocytes will significantly increase with the use of two units.  Additionally, the requirement for two units will increase the likelihood of infusing at least one that is two HLA antigen mismatched unit.  Consequently, it is possible that the risk of acute and chronic GVHD will be greater in subjects randomized to two UCB units.  Analysis of the NYBC dataset fail to show a higher risk of GVHD on the basis of cell dose.  Patients receiving a total cell dose >10 x 107 have the same risk of GVHD as those receiving lower cell doses.  One of the aims of this study is to determine whether there are any negative effects related to infusing two UCB units as compared to one-risk of GVHD between the two arms will be assessed.

5.
Why not give two UCB units to everyone?

Clearly there is an increased cost associated with infusing two units as compared to one.  If it was proven that two units were better than one, then of course the cost would be justifiable.  Because most of the data on two units is restricted to only a few sites, positive results may be related to patient selection.  Further, it is unclear what factors have contributed to the success of these preliminary studies: 1) addition of fludarabine; 2) use of MMF rather than MP with CsA; or, 3) the use of two units rather than one.  If the success is principally driven by the changes in the preparative therapy and GVHD prophylactic regimen, all patients will do equally well.  If the success is principally driven by the use of two units rather than one, this will have important implications in the future development of UCB banking and transplantation.  

6.
What is the purpose of the immune reconstitution studies?

A critical question to be addressed in this study is whether the pace of immune recovery differs in recipients of double versus single UCB transplantation.  The hypothesis to be tested is that immunoreconstitution is faster in patients receiving double cord transplants.  A secondary hypothesis is that faster immune recovery will result in a lower risk of leukemic relapse.  In the COBLT trial in which all recipients received a single UCB transplant, antigen specific T cells to Herpes viruses were observed as early as Day 44 and 90, respectively.  In addition to earlier than expected recovery in some patients, an association between immune recovery and relapse was observed.  Patients with antigen specific responses detected by 6 months had a statistically lower probability of relapse.

Therefore, in this trial, we plan to characterize immune recovery based on cellular phenotype and T-cell immune function in response to specific immunogens.  As part of this trial, patients will be immunized with tetanus toxoid at 90-100 days, 6 months and 1 year regardless of overall status or GVHD treatment with subsequent assessment of immune responses at 6, 12, and 24 months.  T cell responses to PRP, a naturally occurring carbohydrate antigen in response to exposure to 
E. Coli of the intestines will also be studied.  The risks of this substudy will be those associated with the standard risks of the three Tetanus immunizations and blood draws.

7.
Accrual estimates – See separate summary of Accrual Estimates.
8.
What are the recruitment strategies if applicable, and proposed plans for monitoring study accrual?

Core Clinical Centers and non-Core Centers will participate.  Transplant centers will follow their local institutional practices for recruiting patients on research studies.  Patient information and educational materials explaining this study will be prepared by the NMDP Office of Patient Advocacy and made available to centers in paper form and on the Web.

Monthly accrual reports will be provided to the NIH.  Additionally, recruitment reports based on the CIBMTR database will be provided every six months.  The screening reports will summarize reasons for non-enrollment and reasons for ineligibility.

9.
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 Data and Safety Monitoring Board (DSMB) meeting.  Most analyses will be conducted using SAS and following the statistical analysis plans outlined in each protocol.
10.
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 2006 Tandem BMT Meetings.  Training meetings for CRAs will be regularly conducted in conjunction with either NMDP and/or CIBMTR annual meetings and by teleconference.

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.

11.  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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