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IMPORTANCE OF THE QUESTIONS BEING ADDRESSED

FAQs for BMT CTN PROTOCOL 0401

1. Why conduct a transplant trial in diffuse large B cell lymphoma (DLBCL)?

Forty to fifty percent of patients with diffuse large B cell lymphoma are cured with standard anthracycline-based combination chemotherapy.  Addition of Rituximab to combination chemotherapy has increased the long-term disease free survival by approximately 10-15% in some patient populations.  However, when patients do not go into complete remission with induction therapy or relapse at a later time, salvage chemotherapy produces long term remissions in only 10%.  High-dose chemotherapy with autologous hematopoietic stem cell transplantation (ASCT) produces long term disease-free survival in 40-50% of patients with chemotherapy-sensitive relapses.  Rituximab is now very commonly added during the stem cell collection process and during the conditioning regimen and may be considered the current standard of care for patients with relapsed DLBCL.  However, 30-40% of patients with relapsed DLBCL are still not cured with this approach and persistent or recurrent lymphoma still accounts for >85% of the deaths after autotransplantation.  New transplant regimens using alternative therapies such as radioimmunotherapy may improve upon these results.

2. Why compare Rituximab/BEAM to Bexxar/BEAM followed by autologous stem cell transplantation?

Since administration of Rituximab to the mobilization and conditioning regimen is now the standard of care at most transplant centers, this was chosen as the standard comparison arm.  Radioimmunotherapy combines monoclonal antibodies with a radioconjugate through a stable conjugate linker.  Therefore, the mechanisms of action such as antibody-dependent cytotoxicity, complement-dependent cytotoxicity, and apoptosis, are combined with the effects of the radioisotope emissions which are capable of killing neighboring cells by the cross-fire effect.  Iodine 131 tositumomab (Bexxar) has been used in several Phase I and II transplant trials either alone or in combination with high-dose chemotherapy for the treatment of relapsed non-Hodgkin’s lymphoma.  The Phase I and II trials combining Bexxar with BEAM and autologous stem cell transplantation demonstrated promising early results with 80% event-free survival in relapsed chemosensitive DLBCL patients.  Therefore, we will compare a “standard of care” transplant to a transplant with the addition of the Radioimmunoconjugate.  
3.  Why incorporate rituximab into the stem cell mobilization process?

Contamination of the stem cell graft by tumor cells is thought contribute to the problematic relapse rates seen after ASCT.  Various in vitro methods used in the past for the purpose of tumor cell purging have shown mixed results.  Additionally, such methods are expensive, labor intensive and can be associated with substantial loss of desired cell populations (e.g. CD34+ cells) from the graft.  In vivo purging with rituximab represents a promising strategy to reduce relapse rates.  In contrast to in vitro purging methods aimed at removing contaminating tumor cells from the stem cell harvest, the administration of rituximab in vivo depletes the peripheral blood of all CD20+ cells, preventing or greatly reducing the risk of contamination of the graft by lymphoma cells.

4.  Why choose two-year progression-free survival as the primary endpoint?

Analysis of the failure hazard function (instantaneous rate of death or progression) after autotransplants for potentially eligible patients with NHL registered with CIBMTR showed that the hazard rate attenuated between 12 and 18 months post-transplant and that most (>90%) post-transplant events would be captured with a two-year endpoint.  

5. Is our accrual goal feasible?

Yes.  We carefully analyzed CIBMTR data on past transplant activity for DLBCL from both Core and non-Core centers and supplemented this with a separate survey of Core Centers to determine willingness to participate. (see separate summary of Accrual Estimates).

6.  Is there a need for a multi-center network to meet the objectives?

Yes.  Although DLBCL is a relatively common referral diagnosis for transplant centers, no single center treats sufficient numbers of patients to complete this study in a reasonable timeframe.  

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 2005 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 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 plans 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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